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(57) Abstract: A cancer remedy containing 
a compound represented by the following 
formula (1) as the active ingredient. In the 
formula (I), X represents a group represented 
by either of the following formulae (II) and 
(III). [R 1 and R 2 each represents hydrogen, 
hydroxy, trihalomethyl, C x \ n alkoxy or 
alkylthio, (substituted) C 7 .u aralkyloxy, or 
(substituted) C 3 ., 0 alkenyloxy; R 4 and R 5 
represents hydrogen, halogeno, C,_ 4 alkyl, or 
C,. 4 alkoxy; A represents -0-, -S-, -S(=0)-, 
-S(=0) r , -CH 2 -, -OCH 2 -, -SCH 2 -, -C(=0)-, 
or -CH(OR 6 )-; Y represents hydrogen, 
halogeno, nitro, nitrile, amino, -COOR 7 , 
-NHCOR 8 , or -NHS0 2 R 9 ; E represents 
-C(=0)-, -CR ,0 R n C(=O)-, CH 2 CH 2 C(=0)-, 
or -CH=CHC(=0)-; G represents hydrogen, 
hydroxy, -S0 2 NH 2 , -COOR 3 , -CN, or 
tetrazoI-5-yl; and Z represents hydrogen, 
halogeno, nitro, or methyl.] 
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WO 01/60354 



5 4 



PCT/JP01/01090 



= 1.7 and 8.6Hz, 1H), 7.76 (d, J = 7.6Hz, 1H), 7.85-7.91 (m, 2H), 
8.03 (dd, J = 2.0 and 6.9Hz, 2H), 8.14 (dd, J = 1.7 and 7.9Hz, 1H), 
8.96 (d, J = 7.6Hz, 1H), 11.84 (br. s, 1H). 

5 9] 

10 ?-$<DtZ\?>\Z T^j ^^nt^ifeOH DMSO-d 6 *T£>$l'£ 







1 H-NMR x— ^ (CDC1 s ) d (ppm) 


urn 

(%) 


3 


10 


3.85 (s, 3H), 7.11 (t, J = 8.3Hz, 1H), 7.20- 


66 






7.30 (m, 3H), 7.40-7.65 (m, 5H), 7.70-7.90 (m, 








4H), 8.05 (d. J = 7.3Hz, 1H), 8.88 (d, J = 








9.2Hz, 1H), 12.00 (s, 1H). 




4 


ii 


(*) 7.01 (t, J = 7.4Hz, 1H), 7.20-7.40 (m, 


65 






3H), 7.40-7.55 (m, 3H), 7.58 (t, J = 7.9Hz, 








1H), 7.69 (s, 1H), 7.85 (d, J = 7. 6Hz, 1H), 








7.92 (d, J = 1.7Hz, 1H), 7.95 (s, 1H), 8.00 








(d, J = 8.9Hz, 1H), 8.05 (d, J = 8.6Hz, 1H), 








8.62 (d, J = 7.9Hz, 1H), 12. 10 (br.s, 1H). 




5 


12 


3.95 (s, 3H), 7. 05-7.20 (m, 2H), 7.25-7.35 (m, 


98 






2 H), 7.45-7. 60 (m, 3H), 7.70-7.90 (m, 2H), 








7.93 (d, J = 1. 3Hz, 1H), 8.11 (dt, J = 1.3 and 








10.0Hz, 1H), 8.70 (d, J = 2.3Hz, 1H), 8.87 (d, 








J = 7.6Hz, 1H), 12.20 (s, 1H). 
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mmm 


its® 


1 H-NMR -) — $ (CDC1 3 ) 6 (ppm) 


r rrr uLl 


6 


14 


(380 7/24 (t, J = 7.2Hz, 1H), 7.34 (d, J = 


34 






8.5Hz, 1H), 7.43 (dd, J = 2. 6 and 4.5Hz, 1H), 








7.50-7.60 (m, 2H), 7.60-7.70 (m, 2H), 7.95 








(dd. J = 8. 1 and 14. 6Hz, 2H), 8.06 (dd, J = 








• mm. m*. • ^ _ _ x /-w rt rt rt rt f- / rt tt\ rt /* /\ 

7.6 and 8.0Hz, 2H), 8.20-8.25 (m. 2H), 8.60- 








8.70 (m, 2H), 12.30 (s, 1H). 




7 


18 


(m 6.95 (d, J = 8.6Hz, IH), 7.16 (t, J = 


r r 

55 






7.6Hz, 1H), 7.43-7. 62 (m, 4H) , 7.73 (d, J = 








2.3Hz, 1H), 7.88-8. 07 On, 4H), 8.55 (s, 1H), 








8.70 (d, J = 7. 9Hz, 1H). 




8 


56 


3.77 (s, 2H), 3.89 (s, 3H), 7.05-7.11 (m, 3H), 


65 






7. 27-7. 57 (m, 7H), 7.69 (d, J = 7.6Hz, IH), 








7.82 (d, J = 8.6Hz, 2H), 8. 01 (dd, J = 1.7 and 








_ _ _ _ - __\ / i w rt rt TT 4 TT\ 11 1 rt 

7.9Hz, IH), 8.73 (d, J = 8. 6Hz, IH), 11. 10 








(br. s, IH). 




9 


59 


3.80 (s, 2H), 7.04 (t, J = 7.6Hz, IH), 7.09- 


81 






7.14 (m, 2H), 7.21-7.29 (m, 2H), 7.34-7.45 (m,. 








* V ™, mm m mm Mtm mm df M mm 4k / % ▼ O rf* YT 

4H), 7.54-7.65 (m, 2H), 7.76 (d, J = 8. 6Hz, 








2H), 8.07 (dd, J = 1.7 and 7. 9Hz, IH), 8.76 








(dd, J = 1.0 and 8.6Hz, IH), 10.74 (br. s, 








IH). 




10 


120 


3.96 (s, 3H), 6.55 (d, J = 15.5Hz, IH), 7.04- 


85 




(trans) 


7.13 (m, 3H), 7.25-7.31 Cm, In;, 1. 41—*. o£ un, 








3H), 7.56-7. 62 (m, 3H), 7.72-7. 78 (m, 2H), 








7. 83-7.89 (m, 2H), 8.06 (dd, J = 1.7 and 








7.9Hz, IH), 8.88 (dd, J = 1.0 and 8.6Hz, IH), 








11.35 (br. s, IH). 
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5 6 







1 H-NMRx-^ (CDC I 3 ) 6 (ppm) 










(%) 


11 


114 


2.78 (t, J = 7.3Hz, 2H), 3.09 (t, J = 7.3Hz, 


90 






2H), 3.92 (s. 3H), 6.99-7.03 On, 2H), 7.05- 








7.12 (m. 1H), 7.22-7.27 (m, 4H), 7.41 (dquint, 








J = 1.3 and 6.9Hz, 2H) , 7.55 (dt, J = 1.7 and 








6.9Hz, 1H), 7.67 (d, J = 7.6Hz, 1H), 7.81 (d, 








J = 8.6Hz, 2H), 8.03 (dd, J = 1.7 and 7. 9Hz, 








1H), 8.73 (dd. J = 1.0 and 8.6Hz, 1H), 11.09 








(br. s, 1H). 




12 


115 


2.78 (t, J = 7.9Hz, 2H), 3.09 (t, J = 7.9Hz, 


69 






2H), 6.97-7.02 On, 2H) , 7.12 (dt, J = 1.0 and 








7.3Hz, 1H), 7.20-7. 27 (m, 4H), 7.41 (dquint, J 








= 1.3 and 6. 9Hz, 2H), 7. 57-7. 68 (m, 2H), 7.80 








(d, J = 8.9Hz, 2H), 8. 10 (dd, J = 1.7 and 








7.9Hz, 1H), 8.76 (dd, J = 1.0 and 8.6Hz, 1H), 








10.87 (br. s, 1H). 




13 


121 


6.54 (d, J = 15.5Hz, 1H), 7.05-7.08 (m, 2H), 


84 




(trans) 


7.11-7.17 (m, 1H), 7.24-7.29 (m, 1H), 7.40- 








7.52 On, 3H), 7. 56-7.65 (m, 3H), 7. 67-7. 88 (m, 








4H), 8.15 (dd, J = 1.7 and 8. 2Hz, 1H), 8.91 








(dd, J = 1.0 and 8.6Hz, 1H), 11. 16 (br. s, 








1H). 




14 


126 


1.64 (d, J = 7.3Hz, 3H), 3. 75-3.83 (m, 1H), 


65 






3.89 (s, 3H), 7. 03-7.09 (m, 3H), 7.24-7. 28 (m, 








1H), 7.33-7.56 (m, 6H), 7.69 (dd, J = 1.7 and 








7.6Hz. 1H), 7.81 (d, J = 8.9Hz, 2H), 8.00 (dd, 








J = 1.7 and 7.9Hz, 1H), 8.74 (dd, J = 1.0 and 








8.6Hz, 1H), 11. 14 (br.s, 1H). 
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'H-NMR^-^ (CDC1 3 ) 6 (ppm) 


; JRJfc 
(%) 


15 


127 


(*) 1.48 (d, J = 6.9Hz, 3H), 3.88 (q, J = 


71 






6.9Hz, IH), 7.04-7.14 (m, 3H) , 7.28 (dd, J = 








2.3 and 8.9Hz, 1H), 7.39-7.59 (m. 6H), 7.80 








(d, J = 7.6Hz, 1H), 7.90 (dd, J = 1.3 and 








7.6Hz, 1H), 7.95 (d, J = 8. 2Hz, 2H), 8.52 (d, 








J = 7.6Hz, 1H), 11.28 (br.s, 1H). 




16 


128 


1.73 (s, 6H), 3.84 (s, 3H), 7.07 (d, J = 8. 9 


88 






Hz. 3H), 7.25-7.29 On, 1H), 7.34-7.56 (m, 6H), 








7.68 (d, J = 7.9Hz, 1H), 7.81 (d, J = 8. 9Hz, 








2H), 7.99 (dd, J = 1.7 and 7.9Hz, 1H), 8.76 








(dd, J = 1.0 and 7. 6Hz, IH), 10.95 (br.s, 1H). 




17 


129 


M) 1.61 (s, 6H), 7.07 (d, J = 8. 6Hz, 2H), 


85 






7.11 (t, J = 7.3Hz, 1H), 7.28 (dd, J = 1.6 and 








8.9Hz, IH), 7.40-7. 52 On, 5H), 7.58 (dt, J = 








1.7 and 6.9Hz, IH), 7.80 (d, J = 7.9Hz, IH), 








7.90-7.97 On, 3H) , 8.62 (d, J = 8.6Hz, IH), 








11.25 (br.s, IH), 13.62 (br.s, IH). 




18 


19 


2.36 (s, 3H), 3.88 (s, 3H), 7.14 (d, J = 


50 






8.9Hz, 2H), 7.18-7.24 On, IH), 7.27-7.31' On, 








IH), 7.42-7.53 On, 4H), 7.76 (d, J = 7.3Hz, 








IH), 7.84-7.91 On, 3H). 8.01-8.04 On, 2H), 








10.18 (br.s, IH). 
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5 8 



mmm 




1 H-NMR 9 (CDC1 3 ) <5 (ppm) 


4K* ; 

(%) 


19 


20 


2.36 (s, 3H), 7.13 (d, J = 8.6Hz, 2H) , 7.21- 
7.30 (m, 2H), 7. 43-7. 55 (m. 4H), 7.76 (d, J = 
7.3Hz, 1H), 7.85-7. 94 (m, 3H), 8.00 (d, J = 
8.9Hz, 2H), 9.98 (br.s, 1H). 


71 


20 


74 


3.80 (s, 2H), 3.95 (s, 3H), 7.10 (d, J = 6Hz, 
2H), 7.26-7.46 (m, 6H), 7.69 (d, J = 9Hz, 1H), 
7.82 (d, J = 9Hz, 2H), 7.87 (dd, J = 2 and 
9Hz, 1H), 8.17 (d, J = 9Hz, 1H), 9.64 (d, J = 
2Hz, 1H), 11. 12 (br.s, 1H): 


53 


21 


75 


(SO 3.83 (s, 2H), 7.08 (d, J = 8Hz, 2H), 
7.29 (dd, J = 2 and 9Hz, 1H), 7.39-7.48 (m, 
5H), 7.81 (d, J = 8Hz, 1H), 7.89-7.97 (m, 3H), 
8.19 (d, J = 9Hz, 1H), 9.37 (d, J = 2Hz, 1H), 
11.65 (br.s, 1H). 


69 


22 


76 


3.77 (s, 2H), 3.88 (s, 3H), 6.77 (td, J = 2 
and 7Hz, 1H), 7.08 (d, J = 9Hz, 2H) , 7.31-7.48 
On, 6H), 7.69 (d, J = 8 Hz, 1H), 7.82 (d, J = 
9Hz, 2H), 8.02 (dd, J = 6 and 9Hz, 1H), 8.5-7 
(dd, J = 3 and 12Hz, 1H), 11.25 (br.s, 1H). 


62 


23 


77 


3.78 (s, 2H), 6.68 (m, 1H), 7.11 (d, J = 9Hz, 
2H), 7.20 (dd, J = 2 and 9Hz, 2H), 7.32-7.42 
On, 4H), 7.61 (d, J = 8Hz, 1H), 7.75 (d, J = 
9Hz, 2H), 8.05 (t, J = 6Hz, 1H), 8.56 (dd, J = 
2 and 12Hz, 1H), 10.88 (br.s, 1H). 


O 0 

82 



. WO 01/60354 



PCT/JP01/01090 
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its® 


1 H-NMR 7 s — *? (CDC I 3 ) <5 (ppm) 


(%) 


24 


78 


3.76 (s, -2H), 3.89 (s, 3H), 7.09 (d, J = 9Hz, 
2H), 7.26-7.45 (m, 7H), 7.68 (dd, J = 3 and 
9Hz, 2H). 7.82 (d, J = 9Hz, 2H), 8.74 (dd, J = 
5 and 9Hz, 1H), 10.91 (br.s, 1H). 


; 60 


25 


79 


080 3.75 (s, 2H), 7.07 (d, J = 9Hz, 2H), 
7.29 (dd, J = 3 and 9Hz, 1H), 7.38-7.48 On, 
6H), 7.54 (dd, J = 3 and 9Hz, IH), 7.82 (d, J 
= 8Hz, IH), 7.88-7.91 (m, 1H), 7.95 (d, J = 
9Hz, IH), 8.52 (d, J = 9Hz, IH), 11.99 (br.s, 
IH). 


85 


26 


80 


3.76 (s, 2H), 3.89 (s, 3H), 7.09 (d, J = 9Hz, 
2H), 7. 25-7. 51 (m, 7H), 7.69 (d, J = 8Hz, IH), 
7.82 (d, J = 9Hz, 2H), 7.98 (d, J = 3Hz, IH), 
8.73 (d, J = 9Hz, IH), 10.99 (br.s, IH). 


95 


27 


81 


(80 3.71 (s, 2H), 7.06 (d, J = 9Hz, 2H), 
7.29 (dd, J = 3 and 9Hz, 2H), 7. 38-7. 50 (m, 
5H), 7.67 (dd, J = 3 and 10Hz, IH), 7.82 (d, J 
= 8Hz, IH), 7.89 (d, J = 8Hz, IH), 7.95 (d, J 
= 9Hz, IH), 8.50 (dd, J = 5 and 9Hz, IH), 
12.30 (br.s, IH). 


81 


Zo 


Q 0 

( 


0 A 1 ( r 9UA 0 70 OTT\ O Oi / _ ott\ n n /* 

1.41 (s, 3H;, 3.73 (s, 2H), 3.81 (s, 3H) , 6.96 
(d, J = 8Hz, IH), 7.10 (d, J = 9Hz, 2H), 7.27- 
7.46 (m, 7H), 7.70 (d, J = 7Hz, IH), 7.82 (dd, 

1 = 3 and 9Hz, 2H), 8.23 (d, J = 9Hz, IH), 
).39 (br.s, IH). 


38 



WO 01/60354 PCT/JP01/01090 

6 0 







1 H-NMR 5r — ^ (CDC I 3 ) 6 (ppm) 


mm 
(%) 


29 


83 


(m 2.37 (s, 3H), 3.65 (s, 2H), 6.96 (d. J = 


75 j 






7Hz, 1H). 7.04 (d. J = 8Hz, 2H), 7.17-7.49 (m, 








7H), 7.73 (d, J = 8Hz, 1H), 7.81 (d, J = 8Hz, 








1H), 7.90 (d, J = 8Hz, 1H), 7.94 (d, J = 8Hz, 








1H), 10.57 (br.s, 1H). 




30 


238 


3.93 (s, 3H), 3.95 (s, 3H), 7.09-7.24 (m, 6H), 


45 






7.42 (d, J = 2Hz, 1H), 7.61 (t, J = 7Hz, 1H), 








7.67 (d, J = 10Hz, 1H), 7.78 (d, J = 9Hz, 1H), 








8.04 (d, J = 9Hz, 2H), 8.08 (dd, J = 2 and 








8Hz, 1H), 8.93 (d, J = 9 Hz, 1H), 12.01 (br.s, 








1H). 




31 


239 


3.98 (s. 3H), 7. 08-7.26 On, 6H), 7.42 (d, J = 


67 






2Hz, 1H) , 7.65-7.73 On, 3H), 8.00-8.26 On, 








3H), 8.96 (d, J = 9Hz, 1H), 11.87 (br.s, 1H). 




32 


225 


3.95 (s, 3H), 5.20 (s, 2H), 7.00-7.15 (m, 2H), 


56 






7. 20-7.30 (m, 4H), 7.35-7. 45 On, 4H), 7.49 (d, 








J = 1.0Hz, 2H), 7.50-7.60 On, 1H), 7.60-7.70 








On, 1H), 7.76 (d, J = 8.9Hz, 1H), 8.04 (dd, J 








= 2.0 and 9.9Hz, 2H), 8.10 (d, J = 1.7Hz, 1H), 








8.90 (dd, J = 1.0 and 9.5Hz, 1H), 12.00 (br.s, 








1H). 
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6 1 







1 H-NMR x— 9 (CDC1 3 ) 6 (ppm) 


(%) 


33 


226 


(30 5.23 (s, 2H), 7.17 (d, J = 8. 7Hz, 2H), 


82 






7.20-7.45 (id, 6H), 7.45-7.60 On, 4H), 7.65 (t, 








J = 7.5Hz, 1H), 7.82 (d, J = 8.9Hz, 1H), 7.90 








(d, J = 8.9Hz, 1H), 7.98 (d, J = 8.9Hz, 2H), 








8.05 (dd, J = 1.7 and 8.9Hz, 1H), 8.72 (d, J = 








8.5Hz, 1H), 12.20 (br. s, 1H); 13.70 (br. s, 








1H). 




34 


184 


1.40 (s. 9H), 3.76 (s, 2H), 3.88 (s, 3H), 7.06 


64 






(d, J = 8.6Hz, 3H), 7.09-7.23 (m, 2H), 7.32- 








7.38 (m, 4H), 7.53 (t, J = 7. 3Hz, 1H), 7.60 








(d, J = 8.9Hz, 1H), 7.72 (d, J = 8.9Hz, 1H), 








8.01 (dd, J = 1.7 and 7. 9Hz, 1H), 8.73 (dd, J 








= 1.0 and 8.6Hz, 1H), 11.08 (br.s, 1H). 




35 


185 


1.40 (s. 9H), 3.79 (s, 2H), 7.03-7. 23 (m, 4H), 


92 






7.26-7.27 (m, 1H), 7.33-7.36 On, 4H), 7.56 (t, 








J = 8.9Hz, 2H), 7.69 (d, J = 8. 9Hz, 1H), 8.08 








(d, J = 8.3Hz, 1H), 8.76 (d, J = 8. 2Hz, 1H), 








10.79 (br.s, 1H). 
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1 H-NMR x — $ (CDC1 3 ) 6 (ppm) 


(%) 


36 


205 


1.30-1.50 (m, 3H), 1.5-1.65 (m, 3H), 1.75-1.90 


71 






(in, 2H), 2.00-2.15 (m, 2H), 3.75 (s, 2H), 3.88 








(s, 3H), 4.33-4.42 (m, 1H), 7.02-7.15 (m, 5H), 








7.20-7.24 (m, 1H), 7.31-7.37 (m, 3H), 7.53 








(dt, J = 1.6 and 8.6Hz, 1H), 7.60 (d, J = 








8.6Hz, 1H), 7.68 (d, J = 8.9Hz, 1H), 8.00 (dd, 








J = 1.7 and 8.2Hz, 1H), 8.72 (dd, J = 1.0 and 








8.6Hz, 1H), 11.07 (br.s, 1H). 




37 


206 


1.25-1. 65 (m, 6H), 1.75-1.90 (m, 2H), 2.00- 


86 






2.15 (id, 2H), 3.78 (s, 2H), 4.31-4.40 (m, 1H), 








7.01-7. 13 (m, 6H), 7. 18 (dd, J = 1.6 and 








8.9Hz, 1H), 7.33 (d, J = 8.6Hz, 2H), 7.55 (d, 








J = 9.9Hz, 2H), 7.63 (d, J = 8. 9Hz, 1H), 8.06 








(dd, J = 1.7 and 7.9Hz, 1H), 8.75 (d, J = 








8.6Hz, 1H), 10.76 (br.s, 1H). 




38 


175 


0.89 (t, J = 6.9Hz, 3H), 1.20-1.45 (m, 8H), 


51 






1.45-1.65 (m, 2H), 1.84 (quint, J = 6.6Hz, 








2H), 3.75 (s, 2H), 3.88 (s, 3H), 4.06 (t, J = 








6.6Hz, 2H), 7.03-7.15 (m, 5H), 7.21-7.25 (m, 








1H), 7.32-7.37 On, 3H), 7.53 (t, J = 7.3Hz, 








1H), 7.60 (dd, J = 2.3 and 7. 6Hz, 1H), 7.69 








(d, J = 8.9Hz, 1H), 8.01 (dd, J = 1.7 and 








7.9Hz, 1H), 8.73 (dd, J = 1.0 and 8. 3Hz, 1H), 








11.08 (br.s, 1H). 





WO 01/60354 
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6 3 







1 H-NMR 9 (CDC I 3 ) 6 (ppm) 








(%) 


39 


176 


(SO 0.85 (t, J = 6.6Hz, 3H), 1.25-1.55 On, 


86 






10H), 1.76 (quint, J = 6.6Hz, 2H) , 3.75 (s, 








2H), 4.05 (t, J = 6.6Hz, 2H), 7.01 (d, J = 








8.6Hz, 2H), 7.10-7.15 (m, 2H), 7.23 (dd, J = 








2.3 and 8.9Hz, 1H), 7.32-7.38 On, 4H), 7.57 








(t, J = 7.3Hz, 1H), 7.72 (d, J = 9. 3Hz, 1H), 








7.83 (d, J = 8.9Hz, 1H), 7.95 (dd, J = 1.7 and 








7.9 Hz, 1H), 8.50 (d, J = 8.6Hz, 1H), 11.16 








(br.s, 1H), 13.57 (br.s, 1H). 




40 


159 


2.05 (s, 4H), 3.75 (s, 2H), 3.89 (s, 3H), 4.07 


70 






(t, J = 5.6Hz, 2H), 4.15 (t, J = 5.6Hz, 2H), 








6.87-6.97 (m, 3H), 7.02-7.18 (m, 5H), 7.21- 








7.37 On, 6H), 7. 50-7. 57 (m, 1H), 7.60 (d, J = 








9.6Hz, 1H), 7.69 (d, J = 8.9Hz, 1H), 8.01 (dd, 








J = 1.6 and 7.9Hz, 1H), 8.73 (dd, J = 1.0 and 








8. 6Hz, 1H), 11.08 (br.s, 1H). 




41 


160 


(80 1.80-2.00 On, 4H), 3.72 (s, 2H), 4.04 


77 






(t, J = 5.6Hz, 2H), 4.14 (t, J = 5.6Hz, 2H), 








6.88-6.94 (m, 3H), 7.01 (d, J = 8. 6Hz, 2H), 








7.11-7.16 (m, 2H), 7.21-7.30 (m, 3H), 7.35- 








7.38 On, 4H), 7.53-7.55 On, 1H), 7.73 (d, J = 








8.9Hz, 1H), 7.82 (d, J = 8. 9Hz, 1H), 7.94 (dd, 








J = 1.7 and 7. 9Hz, 1H), 8.49 (d, J = 8. 6Hz, 








1H). 
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1 H-NMR x— 9 (CDC1 3 ) <5 (ppm) 










(%) 


42 


192 


3.75 (s, 2H), 3.89 (s, 3H) , 4.65 (d, J = 


47 






6.3Hz, 2H), 5.32 (d, J = 10. 6Hz, 1H), 5.47 (d, 








J = 17.5Hz, 1H), 6.05-6.20 (m, 1H), 7.03-7.23 








(m, 6H), 7.32-7.37 (m, 3H), 7.53 (t, J = 








7.3Hz, 1H), 7.61 (d, J = 8.6Hz, 1H), 7.70 (d, 








J = 8.9Hz, 1H), 8.01 (dd, J * 1.3 and 7.9Hz, 








1H), 8.73 (d, J = 8.6Hz, 1H), 11.08 (br.s, 








1H). 




43 


193 


m) 3.74 (s, 2H), 4.66 (d, J = 5. 3Hz, 2H), 


62 






5.28 (dd, J = 1.3 and 10. 6Hz, 1H), 5.44 (dd, J 








= 1.7 and 17.5Hz, 1H), 6.03-6.15 (m, 1H), 7.02 








(d, J = 8.6Hz, 2H), 7.09-7.26 (m, 3H), 7.35- 








7.39 On, 4H), 7.54-7.59 On, 1H), 7.74 (d, J = 








8. 9Hz, 1H), 7.83 (d, J = 8. 9Hz, 1H), 7.95 (dd, 








J = 1.3 and 8. 2Hz, 1H), 8.50 (d, J = 8.6Hz, 








1H), 11.15 (br.s, 1H), 13.56 (br.s, 1H). 




44 


167 


1.95 (quint, J = 6.6Hz, 2H), 2.28 (q, J = 


54 






6.9Hz, 2H), 3.75 (s, 2H), 3.88 (s, 3H), 4.08 








(t, J = 6.6Hz, 2H), 5.02 (dd, J = 2.0 and 








10.3Hz, 1H), 5.09 (dd, J = 2.0 and 17. 2Hz, 








1H), 5.81-5.96 On, 1H), 7.03-7.16 On, 5H) , 








7.21-7.25 On, 1H), 7.32-7.38 On, 3H), 7.53 








(dt, J = 1.7 and 7.3Hz, 1H), 7.60 (d, J = : 








9.6Hz, 1H), 7.69 (d, J = 8.9Hz, 1H), 8.00 (dd, 








J = 1.7 and 7.9Hz, 1H), 8.72 (dd, J = 1.3 and 








8.6Hz, 1H), 11.08 (br.s, 1H). 
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1 H-NMRx-^ (CDC1 ,) <5 (ppm) 



45 



168 



(BO 1.87 (quint, J = 6. 3Hz, 2H), 2.23 (q, J 
= 6.6Hz, 2H), 3.76 (s, 2H), 4.08 (t, J = 
6.6Hz, 2H), 5.01 (d, J = 10.2Hz, 1H), 5.08 
(dd, J = 2.0 and 17.2Hz, 1H), 5.82-5.97 On, 
1H), 7.03 (d, J = 8.6Hz, 2H), 7.11-7.17 (m, 
2H), 7.25 (dd, J = 2.6 and 8.9Hz, 1H), 7.33- 
7.40 On, 4H). 7.58 (t, J = 8.6Hz, 1H), 7.74 
(d, J = 8.9Hz, 1H), 7.85 (d, J = 8. 9Hz, 1H), 
7.96 (dd, J = 1.7 and 8.3Hz, 1H), 8.51 (dd, J 
= 8.3Hz, 1H), 11.14 (br.s, 1H), 13.54 (br. s, 
1H). 



46 



144 



1.61 (s, 3H), 1.67 (s, 3H), 1.78 (s, 3H), 
2.08-2.14 (m, 4H), 3.75 (s, 2H), 3.88 (s, 3H), 
4.64 (d, J = 6.6Hz, 2H), 5.11 (br. , 1H), 5.56 
(t, J = 7.6Hz, 1H), 7.03-7.07 (m, 3H), 7.10- 
7.17 (o, 2H), 7.21-7.25 On, 1H), 7.32-7.37 On, 
3H), 7.53 (t, J = 8.6Hz, 1H), 7.60 (d, J = 
9.6Hz, 1H), 7.70 (d, J = 8.9Hz, 1H), 8.01 (dd, 
J = 1.7 and 7. 9Hz, 1H), 8.72 (d, J = 8.3Hz, 
1H), 11.07 (br.s, 1H). 



WO 01/60354 
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6 6 







1 H-NMR c f— *7 (CDC I 3 ) <5 (ppm) 


(%) 


47 


145 


(*) 1.57 (s. 3H). 1.61 (s, 3H), 1.74 (s, 
3H), 2.02-2.13 (m, 4H), 3.76 (s, 2H), 4.65 (d, 
J = 6.3Hz, 2H), 5.08 (br., 1H), 5.49 (t, J = 
6.9Hz, 1H), 7.03 (d, J = 8.6Hz, 2H), 7.11-7.16 
(m, 2H), 7.25 (dd, J = 2. 3 and 8. 9Hz, 1H), 
7. 35-7.40 (m, 4H), 7.58 (t, J = 8.6Hz, 1H), 
7.73 (d, J = 8.9Hz, 1H), 7.83 (d, J = 8. 9Hz, 
1H), 7.96 (d, J = 1.7 and 7.9Hz, 1H), 8.51 (d, 
J = 7.9Hz, 1H), 11.14 (br.s, 1H), 13.50 (br.s, 
1H). 


66 


48 


233 


3.75 (s, 2H), 3.88 (s, 3H), 5.17 (s, 2H), 
7.02-7.11 (m, 3H), 7.20-7.26 (m, 3H), 7.32- 
7.56 (in, 9H), 7.62 (d, J = 9.6Hz, 1H), 7.70 
(d, J = 8.9Hz, 1H), 8. 01 (dd, J = 1.7 and 
8.2Hz, 1H), 8.73 (dd, J = 1.0 and 8. 3Hz, 1H), 
11.08 (br.s, 1H). 


72 


49 


234 


W) 3.74 (s, 2H), 5.20 (s, 2H), 7.02 (d, J = 
8.6Hz, 2H), 7. 12 (t, J = 7.3Hz, 1H), 7. 20-7. 27 
(m, 2H), 7.30-7.58 (m, 10H), 7.75 (d, J = 
8.9Hz, 1H), 7.83 (d, J = 8.9Hz, 1H), 7.95 (dd, 
J = 1.3 and 7.9Hz, 1H), 8.50 (d, J = 7.9Hz, 
1H). 


78 



WO 01/60354 PCT/JP01/01090 

6 7 







'H-NMRx— ^ (CDC1 3 ) 6 (ppm) 


, v_r aim 

(%) 


50 


223 


2. 17 (quint, J = 6. 3Hz, 2H), 2.86 (t, J = 


59 






7.3Hz, 2H), 3.75 (s, 2H), 3.89 (s, 3H), 4.07 








(t, J = 6.3Hz, 2H), 7.03-7.11 (m, 2H). 7.05 








(d, J = 8.6Hz, 2H), 7.13-7.38 On, 10H), 7.54 








(dt, J = 1.7 and 7. 3Hz, 1H), 7.61 (d, J = 








8.9Hz. 1H), 7.67 (d, J = 8. 9Hz, 1H), 8.00 (dd, 








J = 1.7 and 7.9Hz, 1H), 8.73 (dd, J = 1.0 and 








8.6Hz, 1H), 11.08 (br.s, 1H). 




51 


224 


M) 2.03-2.14 (in, 2H), 2.79 (t, J = 7.3Hz, 


86 






2H), 3.76 (s. 2H), 4.07 (t, J = 6.3Hz, 2H), 








7.03 (d, J = 8.3Hz, 2H), 7.11-7.40 On, 12H), 








7.52-7.60 On, 1H), 7.75 (d, J = 8.9Hz, IH), 








7.83 (d, J = 9.2Hz, 1H), 7.96 (dd, J = 1.7 and 








7.9Hz, 1H), 8.51 (d, J = 8. 6Hz, 1H), 11.18 








(br.s, 1H). 




52 


136 


3.75 (s, 2H), 3.88 (s, 3H), 5.34 (s, 2H), 


23 






7.03-7.10 On, 3H), 7. 22-7. 28 On, 3H), 7.33- 








7.37 On, 3H), 7.46-7.71 On, 6H), 7. 84-7. 90 • On, 








3H), 7.94 (s, 1H), 8.00 (dd, J = 1.7 and 








7.9Hz, 1H), 8.72 (d, J = 8. 6Hz, 1H), 11.07 








(br.s, 1H). 




53 


137 


M) 3.76 (s, 2H), 5.39 (s, 2H) , 7.03 (d, J = 


30 






8.6Hz, 2H), 7. 14 (d, J = 7. 9Hz, 1H), 7.24-7.30 








On, 2H), 7.38 (d, J = 8. 6Hz, 3H) , 7.51-7.66 








On, 5H), 7.78 (d, J = 9.2Hz, 1H), 7.86 (d, J = 








8.9Hz, 1H), 7.93-7.98 On, 4H), 8.05 (s, 1H), 








8.51 (d, J = 7.9Hz, 1H), 11. 17 (br.s, 1H), 








13.56 (br.s, 1H). 
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1 H-NMR x— $ (CDC1 3 ) 6 (ppm) 


(%) 


54 


21 


3.94 (s, 3H), 7. 11 (t, J = 7.3Hz, 1H), 7.35 
(d, J = 8.3Hz, 2H), 7.49-7.63 (m, 4H), 7.79- 
7.89 (m, 3H), 7.94 (d, J = 8.6Hz, 2H), 8.04 
(d, J = 1.3Hz, 1H), 8.07 (dd, J = 1.7 and 
8.3Hz, 1H), 8.91 (d, J = 7.9Hz, 1H), 12.02 
(br. s, 1H). 


83 


55 


22 


7. 15 (t, J = 7.6Hz, 1H). 7.34 (d, J = 8. 6Hz, 
2H), 7.49-7.65 (n. 4H), 7.80-7.92 (a, 5H), 
8.04 (s, 1H), 8.13 (dd, J = 2. 0 and 8. 3Hz, 
1H), 8.93 (d, J = 8.3Hz, 1H), 11.84 (br. s, 
1H). 


91 


56 


27 


3.92 (s, 3H), 4.20 (s, 2H), 7.09 (t, J = 
7.3Hz, 1H), 7.22-7.48 On, 5H), 7.56-7.64 (m, 
2H), 7.76-7.82 (n, 3H), 7.99 (d, J = 7. 9Hz, 
2H), 8.06 (dd, J = 1.3 and 8. 3Hz, 1H), 8.93 
(d, J = 8.6Hz, 1H), 12.01 (br. s, 1H). 


100 


57 


29 


4.22 (s, 2H), 7.15 (t, J = 8.3Hz, 1H), 7.24- 
7.50 (m, 5H), 7.63-7.69 (m, 2H), 7. 77-7.83 On, 
3H), 7.96 (d, J = 8.6 Hz, 2H), 8.14 (dd. J = 
.7 and 7. 9Hz, 1H), 8.96 (d, J = 7.9Hz, 1H), 
11.80 (br, s. 1 H). 


79 



. WO 01/60354 
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l H-NMRx-^ (CDC1 3 ) 6 (ppm) 


(%) 


58 


36 


3.95 (s, 3H), 5.26 (s, 2H), 7.09-7.15 On, 1H), 


60 






7.20-7.27 On, 2H), 7.34 (dt, J = 1.3 and 








7.9Hz, 1H), 7.44 (dt, J = 1.3 and 7.9Hz, 1H), 








7.57-7.65 On, 3H), 7.72 (d, J = 8.3Hz, 1H), 








7.77 (d, J = 8.6Hz, 2H), 8.06-8.11 On, 3H), 








8.94 (d, J = 8.3Hz, 1H), 12.07 (br. s, 1H). 




59 


37 


5.28 (s, 2H), 7.17-7.45 On, 5H), 7.63-7.80 On, 


85 






6H), 8.07 (d, J = 8.6Hz, 2H), 8.15 (dd, J = 








1.7 and 7.9Hz, 1H), 8.95-8.99 On, 1 H), 11.90 








(s, 1 H). 




60 


99 


3.78 (s, 2H), 3.85 (s, 3H), 5.18 (s, 2H), 7.06 


65 






(t, J =7.9Hz, 1H), 7.19-7.23 On, 2H), 7.30- 








7.36 On, 1H), 7.40-7.55 On, 6H), 7.70-7.78 On, 








3H), 7.99 (dd, J = 1.7 and 8.2Hz, 1H), 8.70 








(d, J = 8.3Hz, 1H), 11. 10 (br. s, 1H). 




61 


100 


3.81 (s, 2H), 5. 19 (s, 2H), 6.98 (t, J = 


76 






7.9Hz, 1H), 7.16-7.21 On, 2H), 7. 30-7. 45 On, 








4H), 7.50-7.56 On, 3H), 7.65-7.77 On, 3H), ■ 








8.03 (dd, J = 1.7 and 7.9Hz, 1H), 8.74 (dd, J 








= 1.0 and 8.6 Hz, 1 H), 10.68 (br. s, 1 H). 
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7 0 







1 H-NMR ir — 9 (CDC1 3 ) 6 (ppm) 


(%) 


62 


38 


3.96 (s, 3H), 4.26 (s, 2H). 7. 12 (dt, J = 1.3 
and 8.3Hz, 1H), 7.38-7.50 (m, 5H), 7.60 (dt, J 
= 1.7 and 8. 6Hz, 1H), 7.69-7.80 (m, 4H), 7.95 
(d, J = 2.0Hz, 1H), 7.98 (d, J = 1.7Hz, 1H), 
8.08 (dd, J = 1.7 and 7, 9Hz, 1H), 8.92 (d, J = 
8.6Hz, 1H), 12.01 (br. s, 1H). 


87 


63 


39 


4.26 (s, 2H), 7.15 (t-like, 1H), 7. 29-7.47 (m, 
5H), 7.63-7.80 On, 5H). 7.92-7.95 On, 2H), 
8.13 (dd, J = 1.7 and 7.9Hz, 1H), 8.93-8.96 
Go, 1H), 11.84 (s, 1H). 


22 


64 


40 


3.99 (s, 3H), 7.17 (t, J = 8.6Hz, 1H), 7.55- 
7.68 (m, 3H), 7.92-8. 02 On, 6H), 8.12 (dd, J = 
1.3 and 7.9Hz, 1H), 8.18-8.28 On, 3H), 8.96 
(d, J = 8.6Hz, 1H), 12.21 (br. s, 1H). 


79 


65 


41 


7.18-7.24 On, 1H), 7.58-7.70 On, 3H), 7.92- 
8.01 On, 6H), 8.17 (d, J = 8. 6Hz, 3H), 8.28 
(s, 1H), 8.99 (d, J = 8.3Hz, 1H), 12.04 (br. 
s, 1H). 


79 


66 


42 


3.96 (s, 3H), 7.15 (t, J = 7.3Hz, 1H), 7.50- 
7.70 On, 5H), 7.90-8.20 On, 8H), 8.92 (d, J = 
7.6Hz, 1H), 12.10 (s, 1H). 


90 


67 


43 


(j*0 7.24 (t, J = 7.3Hz, 1H), 7.50-7.70 On, 
5H), 7.95 (d, J = 8.3Hz, 2H), 8.00-8.10 On, 
5H), 8.11 (d, J = 1.7Hz, 1H), 8.68 (d, J = 
8.3Hz, 1H), 12.30 (s, 1H), 13.80 (br.s, 1H). 


69 
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7 1 



mmm 


4k&® 


1 H-NMR x— $ (CDC1 3 ) 6 (ppm) 


mm 
(%) 


68 


44 


3.45 (s, 3H), 3.94 (s. 3H) , 5.47 (s, 1H), 7.11 
(t, J = 7.3Hz, 1H), 7.41-7.52 (m, 3H), 7.55- 
7.64 (m, 3H), 7.73-7.85 (m, 4H), 8.00-8.09 (m, 
3H). 8.92 (d, J = 8.3Hz, 1H), 12.01 (br. 
s, 1H). 


100 


69 


45 


3.45 (s, 3H), 5.48 (s, 1H), 7. 15 (t, J = 
7.3Hz, 1H), 7.40-7.68 (m, 6H), 7.80-7. 85 On, 
4H), 8.00 (d, J = 8.2Hz, 2H), 8. 14 (d, J = 
7.9Hz, 1H), 8.95 (d, J = 8. 6Hz, 1H), 11.82 
(br. s, 1H). 


80 



mmm i o ] 

N-7x-;U- (4- i2-i-7?)V**><) ^lfi7 5H «t£$JNo. 
5 5) (DUfe 




mmmmmr. 4- (2-^-7^^-+^) ^itS5 3mg <o. 20 

10 mmol) ^^M/fl/^SmLCim untttHttf-^lf U;U5 6 
mg (0. 44mmol) , ^^TDMFS fcf^y hTlSJin*.* 3 5^ 

fl/>5mLl:iilfc, glfcgffl&T. :0i^7-U>19mg (0. 
2 0 mm o 1 ) tb l J X^;U7 5>22mg (0. 22 mm o 1 ) 
15 ft^5 L U>»« (5mL) (CtK^TT^TU, 4 USEK $6l:ifl 



WO 01/60354 PCT/JP01/01090 

7 2 

1) ~?mm?5>t. N-7x-Jb- (4- (2—f7?)V**i<) $|fl 
7^h*2 7mg (1R^4 0%) J&«»e>ttfc. &fe@#o 
'H-NMR(CDC1 3 ) 5 (ppn) : 

7.10-7.18 (m, 3H), 7.24-7.29 Cm, 2H), 7.34-7.53 (m, 4H), 7.62-7.65 
5 On, 2H), 7.74-7.77 (n, 2H), 7.86-7.90 (m, 3H). 

[mmm 1 1 ] 

2- (4- (2--^7^;U^^^» ^lfi7$H) 7x7-^ N 
o. 6) <DWk 

10 




g*t£ffl^T* 4- (2-7-7^;^^^) ^lfI14 4mg (0. 5 
4mmol) fflIft^^l/>5mL(:lM, Z.tttzWlC*'**? U;i/7 
15 6mg (0. 6 0mmol) , ^^TDMFS;lf^7 h"Cl flSJnx., 3 5t 

^^l/>9mL(C^L7Co SH^ffl^T, ^®M^o-7$/7x;- 
;U5 9mg (0. 5 4mmol) tffijKt! U v> 3mL (Dft&mkt^Uy 
mm (6mL) 5P#M; $^l:SfiT3B 

y'J^^iJ7A^D7hy77^- (^+J-> : IWfeX3Ml/= 2 0:1- 
10:1) TM^-T^i:, 2- (4- (2-^7^;U^^v) SfeA*tt75 
K) 7x;-JH47mg (ifc^7 6%) 
25 'H-NMR (CDC1 3 ) 6 (ppn): 

6.89-6. 96 (m, 1H), 7.03-7.23 (m. 5H). 7.28-7.29 (m. 1H), 7.44-7.76 
(m, 3H), 7.78-7.79 (d, J = 1.7Hz, 1H), 7.85-7.94 (m, 4H), 8.67 (s, 



WO 01/60354 PCT/JP01/01090 

7 3 

1H). 



mmm7 2] 

2- (4- (2-^-7^;U^^-» SSftf «75 K) ^ >il >7JU*>7 ^ 

5 k a^tiNo. 7) omm. 



mmnmmr> 4- (2-i-y^)i^^'» $isni3 2mg (0. 5 

10 mmo 1 ; 

mg (0. 5 5mmol) > *UTDMF$;^7 hTlIM, 3 5^1? 

>7$F86mg (0. 5mmol) <h&&tf U *J> 2 mL OftSHfcft*? 1 
15 U>mm (4mL) ^TjcftTTflTFU ^0tS4Bt^, 2 <o COITUS 

s^fC7K^iip^^ ^b^^i/>T2[Eittmu^o mmmzmm 

>-tz>/@mx^;i/ (8mL/3mL) <7)^£-r&&^ £>?f,1£.P H T3 2- 
(4- (2-^-7^;U^+'» ^lfi75H) ^>ir>7JU*>7i= F 1 
20 12mg (W54%) 7^#£tt£ 0 MfimfcH, 
'H-NMR(DMSO-d 6 ) 6 (ppm) : 

7.23 (d, J = 8.9Hz, 2H), 7.26-7.38 On, 2H), 7.46-7.68 (m, 4H), 7.90 
(d, J = 7.9Hz, 2H), 7.97 (d, J = 8.6Hz, 3H), 8.04 (d, J = 9. 2Hz, 1H), 
8.46 (dd, J = 1.0 and 8. 6Hz, 1H). 



25 



WO 01/60354 



PCT/JP01/01090 



7 4 

immm 1 3 ] 

2- (4- (2-i-77)\,**is) ^>y- h'JJU ut£ 

#jNo. 8) (Dilii 



5 




g3t#ffl^T, 4- (2-ir7?)],**zs) $If82 6 4mg (1. 0 
mmol) ^Mfb^fl/>5mLl:iit. :nCMt^fUJH4 
Omg (1. lramol), #(^TDMF £ tf^«y hTl^JnA, 3 5tT? 
10 2P#Mft#Lfc. RJ&**X/ttfU-*-T**U MEfctMMIMt^l/ 

8mg (1. Ommol) thUx^75>l 1 lmg (1. lmmo 
1) 0<e**{b>^^>** (5mL) tMTTiTl, t<D^4mm, 

15 fee *****ft**7KT?^«, fc#**:fhU*AT<S*U »**e 
5&bfco aa$'>'J*y;P*7A^D7h^77^- : »*X5F 

;U=2 0 : 1 - 5 : 1) TMSTT*^ 2- (4- ( 2 -^^M"*^) 
5fe***75 H) ^> 1 /-hU;U2 6 3mg (W7 2%) JO^fctlfc. M 

20 'H-NMR (CDC 1 3 ) <5 (ppm) : 

7.15 (d, J = 8.9Hz, 2H), 7.18-7.30 (m, 2H), 7.46-7.54 (m. 3H), 7.61- 
7.69 Cn, 2H), 7.76-7.79 (m. 1H), 7.85-7.96 (m, 4H), 8.34 (br.s, 1H), 
8.61 (d, J = 8.6Hz, 1H). 



25 [**0!7 4] 

2- (4- (2-i-7J-)V?-*) SfeAMTSK) ^>7-hU;U 
No. 2 3) 



WO 01/60354 PCT/JP01/01090 

7 5 




4- (2-1-7?-)Vtt) £&Mfc2 8 Omg (1. Ommo 1) %mft 
5 (CfflVi, HSSM7 3 <fcft«K:LTlII2fc£*l 0 4mg (iR^2 7%) 
&. 

'H-NMR(CDC1 3 ) <5 (ppm) : 

7.21 (t, J = 8.6Hz, 1H), 7.33 (d, J = 8.6Hz. 2H), 7.49-7.68 (m, 4H), 
7.78-7.89 (m, 4H), 8.06 (d, J = 1.3Hz, 1H), 8.31 (br.s, 1H), 8.59 (d, 
10 J = 8.6Hz, 1H). 

immm 75] 

1- (4- (2-^7^;i/^+v) £m#®75K) -2- (T-h^l/-;i/ 

-5--r;u) ^>if> (ib^No. 9) num. 

15 




H«iJ7 3T#?,nfc2- (4- (2 7?^ ^Sl=i?7$ 
K) *>V— hU;H 0 9mg (0. 3 Ommo 1 ) , ^b7> ; E-^^4 
20 8mg (0. 9mmo 1) , TVitj- h U <7A 5 9mg (0. 9mmo 1) 
S««DMF3mLl:l»l, 8 0 *CT 2 4 P*W«#Lfc. S 

^7tK-h'j;H5raL*^Siat5i, 1- (4- (2-^-7^ 
25 «1W75 H) -2- (xh7V-;U-5-i';P) 



WO 01/60354 



PCT/JP01/01090 



7 6 

9 2mg mm 7 5%) nztitzo m&&WiB B o 

•H-NMR(CD 3 0D) <5 (ppm) : 

7.15-7.21 (m, 2H), 7.27-7.35 (m, 2H), 7.43-7.53 (m, 3H), 7.57-7.63 
(m, 1H), 7.78-8.01 (m, 4H), 8.14-8.19 (m, 2H), 8.76-8.81 On, 1H). 

[mmm 7 6] 

1- (4- (2-j-7^)l?-*) £m#&7 5K) -2- (T-hyV-)l- 

5-<;i/) ^>i£> ut&WNo. 24) (Dmm 




£MM7 4Tf#£>n£2- (4- (2-i-y^)V^t) H) 
^>y-h'JJl/5 0mg (0. 13mmol) ^MWzm^> ^MM7bt 
mmzhXM&itGtoifi* 3mg (W7 7%) 
'H-NMR (DMS0-d 6 ) <5 (ppm): 

7.42 (t, J = 8.6Hz, 1H), 7.48 (d, J = 8.3Hz, 2H), 7.57-7.70 (m, 4H). 
8.00-8.09 (m, 6H), 8.24 (d, J = 1.7Hz, 1H), 8.57 (d, J = 7. 6Hz, 1H), 
11.56 (br.s, 1H). 

[H»J7 7] 

2- (3-757-4- (2-1-7^^**^) SfcJ&SHfe 

ab^tiNo. i 5) ©siit 
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» 

7 7 

ft7 5 H) ^lfi^^3 5 0mg (0. 79mmol) at£$JNo. 
12) &nmx?-)l2 OmUzmML, in!:iO%Pd/C$97mgjD 

: @mx3MU=4 : 1 - 2 : 1) T*!!§Sf-f 3 2 - (3-75/- 
4- (2-^75F;U:**:» ^IfiT^H) ^lfi^^2 0 0mg 
(i&^6 1 %) ^#£n£, 
•H-NMR(CDC1 3 ) 6 (ppm) : 

10 3.95 (s, 3H), 6. 95 (d , J = 8.5Hz, 1H), 7.11 (t, J = 7.0Hz, 1H), 
7.30 (dd, J = 2.3 and 8.9Hz, 2H), 7.36 (dd, J = 2.3 and 8.2Hz, 2H), 
7.40-7.50 (m, 3H), 7.57 (d, J = 2.0Hz, 1H), 7.61 (dd, J = 1.4 and 
8.6Hz, 1H), 7.71 (d, J = 7.9Hz, 1H), 7.84 (t, J = 8.0Hz, 2H), 8.07 
(dd, J = 1.5 and 8.7Hz, 1H), 8.92 (d, J = 1.3 and 8. 3Hz, 1H), 11.90 

15 (s, 1H). 

imi&M 7 8 ] 

2- (3-757-4- (2-^73^1/:**:/) £S#g£75F) 
(ft^tlNo. 1 6) (D^iB. 




%mmi 7T?#bft£2 - (3-757-4- (2 --fyj-frtti/) £ 
If ^7 5 F) 51f^^2 0 0mg (0. 48mmol) *WM\zm 

25 k mmm2 tmmzLxm^it^s img m^2Q%) 

•H-NMR(DMS0-d 6 ) 6 (ppm): 

5.40 (br.s, 2H), 6. 96 (d , J = 7.8Hz, 1H)\ 7.10-7.30 On, 2H), 7.30- 
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7.35 (m, 2H), 7.40-7.50 (a, 3H), 7.63 (dt, J = 1.5 and 7.6Hz, 1H), 
7.82 (d, J = 7.8Hz, 1H), 7.90 (d, J = 7. 8Hz, 1H), 7.96 (d, J = 9.8Hz, 
1H), 8.05 (dd, J = 1.5 and 7.8Hz, 1H), 8.73 (d. J = 7.8Hz, 1H), 
12.20 (s, 1H). 

mmmi 9] 

2- (4- {2-j-y?)\,**z/) $IfS7$H) £**& (MNo. 

4) ±h^yAmi^y-)imm<Dmm. 




^ffiM2T«mt£2- (4- (z-i-y^jv^-^) 87$ H) £* 

iHlO. 3 5g (2 7. Ommol) / 2 5 0 mL \zmf&®M 

Ltzo Z.<Dmm\Z2M<D7m<t1-hVVJ**mmi 3. 7 7mL (2 7. 5 
4mmo l) mtSITl 0£MJ*#U fOl, MilLfc. flrffi 
LfcMfiB#£at3rrS£, BIBffc^&a* 1 0 . 15g OK* 8 3*) H£ 

'H-NMR (DMS0-d 6 ) (5 (ppm) : 

1.07 (t, J = 6.9Hz, 3H), 3.44-3.47 (m, 2H), 4.30-4.32 (a, lH), 6.97 
(t, J = 7.5Hz, lH), 7. 17 (d, J = 7. 5Hz, 2H), 7.30 (t, J = 6.9Hz, 1H), 
7.35 (d, J = 8.5Hz, 1H), 7.47-7. 55 (a, 3H), 7.87 (d, J = 8.0Hz, 1H), 
7.94 (d, J = 8.0Hz, 1H), 8.02 (t, J = 8.0Hz, 2H), 8.09 (d, J = 8.5Hz, 
2H), 8.69 (d, J = 8.0Hz, 1H), 15.66 (br.s, 1H). 

[%MM 8 0 ] 

2- (4- (2-±77)l-**is) 5****7 5 K) (ft^*No. 
4) U 




mmm 2 r&rz 2 - u- (2-^7^;^*-» $tf »7s H) £E 

1 9 2mg (0. 5mmo 1 ) £x*y-;U (6mL) KiStfU £0 
5 }&Wz l J y> (I-Lys ine, free base) 73mg(0. 5 
mmo 1) (D*?/-)l®m (3mL) ZMXT^WV 5 #R3&#U -?-(£> 
^6Bfr B ^MLfeo tfffflLfe^S^^it^-r HIE{b-&W2 4 7m 
g 0K$9 3%) f#£>nfc, 
1 H-NMR(CDC1 3 -CD 3 0D) 5 (ppm) : 
10 1.40-1.58 (m, 2H), 1. 58-1.73 (m, 2H), 1.78-1.90 (m, 2H), 2.86-2.97 
(m, 2H), 3.50-3.60 (m, 1H), 7.03-7.19 (m, 3H), 7.23-7.32 (m, 1H), 
7.39-7.53 (m, 4H), 7.75-7. 83 (m, 1H), 7.83-7.98 (m, 2H), 8.05-8.17 
(m, 3H), 8.65-8.73 (m, 1H). 

15 imt&m si] 

2- (4- (2-^7^;U**'» *AW75 K) &Mft (ftMlNo. 
4) N-*^;U-D-^;*J^>&cDggjg 



20 





Me 
NH 2 + 

H OH 

HO H 

H OH 

H--OH 
L OH 



mffiM2T:mfz2- (4- (2-1-7?)],**is) £H#K7SK) £J& 
fS!3 8 3mg (1. Ommol) £x*/-;U (1 2mL) C»#U Z 
<7)j|II:N-/fJ!/-D-^^>l 9 5mg (1. Ommol) 
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8 0 
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m (lmD *iB7L. murimmm^rzo fcfom&tf^xyj )\,?-t- 
omLi/^y-jnmL©^«iii> cn^^Mit^t, m 

&AV?--ft(Dmm<\:%®}tf5 4 2mg (IK^94%) fbtlfc. 
5 'H-NMR(DMSO-d 6 ) 6 (ppm) : 

2.49-2.51 On, 5H), 2.89-3.07 (m. 2H), 3.38-3.47 (m, 3H), 3.57-3.61 
(m, 1H), 3.66-3.67 (m, 1H), 3.86 (br.s, 1H), 4.40-4.44 (br.s, 1H), 
4.58 (br.s, 1H), 5.43 (br.s, 1H), 6.98 (t, J = 8.6Hz, 1H), 7.20 (d, 
J = 8.9Hz, 2H), 7.22-7.39 (m, 2H), 7.45-7.57 (m, 3H) , 7.87-8.09 (m, 
10 6H), 8.64 (d, J = 8.3Hz, 1H). 

[MM® 8 2 ] 

1- (4- (2-i-7^;U^+v) £S#&7^F) -2- (fh7^ 
-5-<;i/) ^>if> UtSWo. 9) ^h'J^A^^SSii 




^mm 7 5 mtc 1 - (4- (2-^-^^;i/^^v) £,e#^7^k) - 

2 - (fh7 7-^- 5 ^>-fe*>7 3 2mg ( 1 . 8 Ommo 1 ) 

20 £X^/->>U8 OmLfC^i&^U d CD*M(C 2 MOzkiHfc^ h U £ AtK 
JSSFiKO. 8 9 7mL(l. 8 0mmo 1) SM, MT2. 5PfP B m#L 

0^$r7^;U^- (0. 4 5 Mm) T5jgiL^^, 3&£$^li£g|-f 5 
ilfe/W^-^(DMfB^#J^7 6 7mg (JR^9 9%) #^n^ 0 
25 'H-NMR(DMS0-d 6 ) (5 (ppm): 

7.15 (td, J = 1.5 and 7.8Hz, 1H), 7.25 (dt, J = 2. 9 and 8. 8Hz, 2H), 
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7.31 (td, J = 1.5 and 8. 8Hz, 1H). 7.39 (dd, J = 2. 5 and 8.8Hz, 1H), 
7.47-7.54 (m, 2H), 7.60 (d, J = 2.4Hz, 1H), 7.90 (d, J = 7. 8Hz, 1H) , 
7.90 (d, J = 7.8Hz, 1H), 7.96 (d, J = 7.8Hz, 1H), 8.03 (d, J = 9. 3Hz, 
1H), 8.25-8.30 (m, 3H), 8.79 (dd, J = 1.0 and 8.3Hz, 1H), 13.39 
5 (br.s, 1H). 

[mmm s 3 1 

2- (4- (2-i-77)V**i') 7x-J«7 5F) £J6lM «t£<®} 
No. 5 9) ^MJtfA&OfiiS 

10 




««9T#fc2- (4- (2-^-7^;U**-» 7x-«75 H) 
£&#$?9. 5 3 8 g (24. OOmmol) ({t^tlNo. 59) 
15 /-;H 0 OmLfcjDl»*tfU C0^{l2M(7)7K^b^h , J^A7jc^ 
1 1. 9 7 6mL (2 4. 0 Ommo 1 ) SJO^L* IfiT 1 . 5P£IHJjfc#l/ 

u mfeomwyj )v&zmm*2 o omLic^bfco 

u©HK$7^J^- (O. 4 5tfm) T3i&L£&, 5 iK£ 
<h, fcfi/^^-tt©JBE{fc£to#9. 9 7g (JR¥9 9«) ft^nfc. 
20 l H-NMR(DMS0-d 6 ) <5 (ppm) : 

3.65 (s, 2H), 6.95 (t, J = 8. 2Hz, 1H), 7.10 (d, J = 8.6Hz, 2H), 7.25 
(t, J = 7.3Hz, 1H), 7.33-7.36 (m, 1H), 7.37-7.53 On, 5H), 7.93 (t, J 
= 7.3Hz, 2H), 7.99 (d, J = 8.9Hz, 2H), 8.46 (d, J = 8.3Hz, 1H), 
14.80-14.91 (a, 1H). 

25 
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immms 4] 

2 _ ( 4 _ (6-tHD + y-2-t7fJI/t+y) &JMMK75 F) 3fe& 
«b£tlNo. 2 13) <£g}i£ 




HW!|3 2Tt#^tlfe2- (4- (6-^>v;U^x-2-^75 1 ;^ 
*v) &JMMB7 5F) SfeMtt*^^ (ft^ftNo. 2 2 5) 1. 3 5g 
(2. 68mmol) $THF 5 OmLC^l, CtlJC 1 0 % P d/C £ 
10 6 3 OmgiJDAfeo &&7Mit£ffl&TK:U MT3 2«?M*»U&. 

nz-ty-t hTzmiyzmzmffi-TZt. 2- (4- (6-kFD^>-2 

-^-7^;U^+v) £&#&7 5F) SfeSWfc/^JH. 0 4g (JR* 9 

4%) ##e>nfc. 

■H-NMRCCDClj) 6 (ppm) : 
15 3.88 (s, 3H), 5.26 (br.s, 1H), 6.90-7.20 (m, 6H), 7.35 (br.s, 1H), 
7.50-7.70 (m, 3H), 7.90-8.05 (m, 3H), 8.84 (d, J = 7.6Hz, 1H), 11.95 
(br.s, 1H). 

imffiM 8 5 ] 

20 2 - (4- (6-tFD + y-2-t7W+y) 5fcMtt75 F) SfcA 
#K «b^No. 2 14) WlSfB 




25 HJ60iJ8 4Tt#e»nfc2- (4- (6-th'D^y-2-t7fJW 
•» $S§K7 5F) ^SStt^^P (MNo. 2 13) 1. 0 4g 
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(2. 5 2mmol) SUCfcMcfflU, HJSfll 2 £|BMtSK: IT, 3fEfc£fc£ 
0. 7 8 g OK* 7 8 %) 
'H-NMR(DMSO-d 6 ) (5 (ppm) ; 

7. 05-7.20 (n. 6H), 7.24 (s, 1H), 7.60 (dt, J = 2.0 and 9.0Hz, IH), 
5 7.74 (dd, J = 9.0 and 13. OHz, 2H) , 7.95 (d, J = 8. 9Hz, 2H), 8.03 (dd, 
J = 1.7 and 8.0Hz, IH), 8.28 (d, J = 9.0Hz, 1H), 9.70 (s, 1H), 12.20 
(br.s, 1H), 13.70 (br.s, 1H). 

mmm 8 6 ] 

10 2- (4- (6-kHP+y-2-t75 1 M+y) 7i-JHl7^ K) 
Sif«^)P (MNo. 2 17) Ofijfi 




15 *SS0!I4 8Tf?.nfc2- (4- (6-^>v;i/^-^v-2-i-7^;^ 
7x-JHft75F) (f^llNo. 2 3 3) 5 0m 

g (0. 0 9 7mmol) £M£Hcffl^, Uli 8 4 t^tcLTSIS^B- 

tl22mg OK* 5 3%) 

'H-NMR(CDC1 3 ) 6 (ppm) : 
20 3.76 (s, 2H), 3.89 (s, 3H), 5.26 (br.s, 1H), 7.02-7.15 On, 5H), 7.22 

(dd, J = 2.3 and 8.9Hz, 1H), 7.31-7.37 (m, 3H), 7.53 (dt. J = 1.7 

and 8.9Hz, 1H), 7.60 (d, J = 9. 2Hz, 1H), 7.64 (d, J = 8.9Hz, 1H), 

8.01 (dd, J = 17 and 8.3Hz, IH), 8.72 (d, J = 8.3Hz, 1H), 11.10 

(br.s, IH). 

25 

mmm 8 1 ] 

2- (4- (6-tFP + y-2-t7W+y) 7i-^»875H) 
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(it&MNo. 2 18) cogSJjl 




5 $160! 8 6Tt#e>n^2- (4- (6-kKD^>-2-t7^^ 
*» Sltl/^ (ik^tJNo. 2 17) 2 2mg 

(0. 0 5mmol) fcHmiCffl^, 2 t mmiZ LTHIBfc'&toS 9 

mg OK* 4 2 %) ftfc. 
'H-NMR (DMS0-d 6 ) (5 (ppm) : 
10 3.83 (s, 2H), 7.07-7.28 (n, 6H), 7.41-7.46 (m, 3H), 7.65 (d, J = 
7.6Hz, 1H), 7.75 (d, J = 8.9Hz, 1H), 7.81 (d, J = 8.9Hz, 1H), 8.04 
(dd, J = 1.3 and 7. 9Hz, 1H), 8.59 (d, J = 8.3Hz, 1H), 9.72 (s. 1H), 
11.24 (br.s. 1H), 13.65 (br.s, 1H). 

15 [#^0J 1 ] 

4- (4-^>yM^y7i; + '» 7x-J«©^ 




COOH 



20 /WFD^^/WJU-fJKS. Olg, 4 0raraol) 

>if> (lOOraL) £cfctf**y— ;U (2 5mL) £fln;L> $^C28% 
th'J^^f7-h7. 3mL (3 8mmo 1 ) DiTL> 
tlHWLf:. £<&EJ&fc&»MeLfc&, tf'Jv> (lOOmL) , 4 
-^D ; E7x-;W^fJH7f;i/9. 16g (4 0mmol) , 

25 <tft*-«l. 2 5g (12mmol) £j&n;t, 1 2 0tl?3 
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t h^fyy^-rmmbx. @wfk^^^^xxf;M. 7 6g (13. 

7 mmo 1 ) £*§7c. 6 %. 

CO/^XXfM^4. 76g (1 3. 7mmo 1 ) THF 
5 (lOmL) ^tlfC^^y-^ (5mL) £4M7Kgtft'J^A 

7K^^ (5mL) £JD;L, COSJ«:iB^ttS:MT4I^IBia^Ufc. EJfc^ 

ricbfc&llfciaEU ffij&U BWffc£&4. 3 1g (12. 9mmol) 
HW9 4fc. 

0 

[^»y8 8] 

2- (4- (4-^>^my7x7^y) 7xrHt^>F) £J&§ 
i/fJl/XXf^ (IC^tlNo. 3 15) <7}g|ji 



15 




7iXJ«^fJl/XXfJM. 3 0g (12. 9 mmo 1 ) \zmt 
20 (7 0mL) fciQA, SfcK&flS^lf 13g (16. 8 

mmol) ^»PA. d©S^iS^«S 5 0*CT 3S#WtPf»j«j*Ufc. '&<btl 

tzZfomzmmL. mmm^m^<t^^u> (6 0mD % 
<btitz®m%fctf;L, cnc^jits^^nzfju. sog (12. 3 

mmol) SaSiDLfc. S6thUX^75>l. 8 0g (18. 1mm 

25 on S8&UDI/T5 owimmmnis* t#e 
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£#>4. 29g (9. 2mmol) JK¥7 5 %. 

'H-NMR(CDC1 3 ) 5 (ppm) : 

3.72(s, 2H), 3.87(s, 3H), 5.04(s, 2H), 6. 91-7. 02 On, 6H) , 7.06(td, J 
5 = 8.6Hz, 1.6Hz, 1H), 7. 24-7. 46 On, 7H), 7.52(td, J = 8.0Hz, 1.6Hz, 
1H), 7.99(dd, J = 8.2Hz, 1.6Hz, 1H), 8.71(dd, J = 8. 6Hz, 1.3Hz, 1H), 
11.03(brs, 1H) 

mmm 89-93] 

10 £XT<DmztZMLtc{\:£V>} (fb^tlNo. 313, 317, 319, 32 



WO 01/60354 



PCT/JP01/01090 



8 7 



mm <k&® 



89 



313 



3.74 (2H, s), 3.85 (3H,s). 4.03 (2H, s), 6.91 

(2H, d, J = 8. 57Hz), 7. 00 (2H, d, J = 8.58Hz), 

7.06 (1H. ddd, J = 0.99, 7.25, 7.92Hz), 7.19- 

7.26 (7H, m), 7.34 (2H, d, J=8.25Hz), 7.52 (1H, 

ddd, J = 1.32, 7.26, 8. 57Hz) , 7.99 (1H, dd, J = 
1.32, 7.91Hz), 8.72 (1H, d, J = 8.58Hz), 11.05 

(1H, br). 



H-NMRx— * (CDC1 3 ) <5 (ppm) 



urn 



63 



90 



317 



3.74 (2H, s), 
6.74 (3H, ■). 
t, J = 8.2Hz) 
7.40 (5H, m), 
7.95 (1H, d, 
8. 9Hz), 10.95 



3.84 (3H, s), 5.02 (2H, s), 6.62- 

7.03 (2H, d, J = 8. 6Hz), 7.21 (1H, 
, 7.32 (2H, d, J = 8.6Hz), 7.37- 

7.47 (1H, dd, J = 8.9 and 2.6Hz), 
J = 2.6Hz), 8.72 (1H, d, J = 

(1H, sbr). 



46 



91 



319 



3.75 (2H, s), 
6.78 (4H, m), 
t, J = 8.2Hz) 
7.38 (5H, m), 
= 11.9 and 2. 



3.84 (3H, s), 5.02 (2H, s), 6.61- 
7.03 (2H, d, J = 8.6Hz), 7.20 (1H, 

, 7.33 (2H, d, J = 8.3Hz), 7.33- 
7.97-8.03 (1H, m), 8.56 (1H. dd, J 

6Hz) . 



55 



92 



321 



2.31 (3H, s), 
(2H, s), 6.61 
8.6Hz), 7.20 
m), 7.78 (1H, 
8.6Hz). 10.93 



3.73 (2H, s), 3.83 (3H, s), 5.01 
-6.73 (3H, a), 7.02 (2H, d, J = 
(1H. t, J = 8.2Hz), 7.31-7.41 (8H, 
d, J = 2.0Hz), 8.60 (1H, d, J = 
(1H, sbr). 



47 



93 



324 



3.72 (2H, s), 
7.10 (7H, m), 
= 8.25Hz), 7. 
8.58Hz), 7.97 
(1H, d. J = 8 



3.81 (3H, s), 5.07 (2H, s), 6.88- 
7.14-7.28 (5H, m) . 7.31 (2H, d, J 

50 (1H, ddd, J = 1. 65, 7.26, 
(1H, dd, J = 1.65, 7.92Hz), 8.72 

.25Hz), 11.04 (1H, s). 



89 
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2- (4- (4-^>yW->7i/^y) 7x-Jl/7th7$h') Sfcfe 
({h^No. 3 16) OMig 



5 




H»J8 8Tt#e>n7c4- (4-^>yM+y7xy + y) 7i-^7 
th75 h*^Iit/^X7f^2 7 8mg (0. 5 9mmol) §TH 
F (5mL) fCi£fi?L7c:. £ * 7 -JU (5mL) t4M*Kfl:U 

10 ?"5&7kmm (2mL) 2l$Mj*#L&. S^Tft, #6 

DfffcKLTlWfc^tol 3 Omg (0. 2 9mmol) £f#7c„ W4 
9%o 

15 'H-NMR(CDC1 3 ) <5 (ppm): 

3.74 (ZH, s), 5.00 (2H' f s), 6.87-6.99 (6H, m), 7.08 (1H, t, J = 7.5 
Hz), 7.24-7.43 (7H, n), 7.57 (1H, t, J = 7.5Hz), 8.07 (1H, d, J = 8. 
0Hz), 8.75 (1H, d, J = 8.0Hz), 10.77 (1H, brs). 

20 [mmm 9 5 3 

2- (4- (4-tFD + y7i/^y) 7i^7t h75 H) 
^fJl^X^f^ (MNo. 2 9 6) <D§23£ 




ti^^HBi^T, mffiM8 8T#^n/c2- (4- U-'OSW** 
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y7i/ + y) 7x~mh75h') $If W^fJM. 2 0g 
(9. Ommo 1) SBEKx^P (1 7mL) filler 

(8 0 0mg) £lin£TEJfcffi£"«l&IIM!bfc. huI5^ 

5 &nfcEJfctt£-fc7< h±TitifiU ML 7c, tt^nfcftlgtjSrfflpKx? 1 
;i/d;«9^H B H LTg^fc^2. 26g (6. Ommol) £f#7c. JR¥6 
6 %o 

•H-NMR(DMSO-d 6 ) 6 (ppm) : 

3.70 (2H, s), 3.78 (3H, s), 6.76 (2H, d, J = 8.9Hz), 6.88 (4H, d-li 
10 ke, J = 8.6Hz), 7.18 (1H, t, J = 7.5Hz), 7.30 (2H, d, J = 8. 6Hz), 7. 
59 (1H, t, J = 7.8Hz), 7.89 (1H, dd, J = 7. 9Hz, 1.7Hz), 8.29 (1H, d, 
J = 7.6Hz), 9.31 (1H, s), 10.61 (1H, brs). 

mum 9 6] 

15 HiS0iJ9 5 tmm<Dl5m\Z&K), l^tlNo. 2 9 4££-/£L7Co 
3%. 

'H-NMR(CDC1 3 ) 6 (ppm): 

3.98 (s, 3H), 6.92 (d, 2H, J = 8. 91Hz), 7.01-7.15 (m, 4H), 7.32 (t, 
1H, J = 8.24Hz), 7.76 (t, 1H, J = 8.56Hz), 8.02 (d, 2H, J = 8. 59H 
20 z), 8.10 (dd, IH, J = 1.32, 7.91Hz), 8.65 (d, 1H, J = 8. 26Hz), 9.57 
(s, 1H), 11.63 (s, 1H). 

mmm 97] 

2- (4- (4-y70A+yJ^y7x7+y) 7xZJl/7th75 

25 k) ^iti^fju^T^ atsMNo. 2 8 7) omm 
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7x/ + y) 7x-Jl'7t K) ^Ifi^fJUX^ 2 5 0 mg 
(0. 6 6mmo 1) ©N-/mWJ> (4mL) MC, h'J7x 
5 zM77^>3 5 0mg (1. 3 mm o 1 ) , *>& □ 's+UV — ;p 0 . 1 

3mL (1. 3mmol) , &&Zfi7"/zSJ] )l$>Wti?X.?-)V 2 3 0 mg 
(1. 3mmo 1 ) ZHaX, MT"2Nf«Lfc. ^COg^^H, ££>(C 

h'J7x-MX7^>3 5 0mg (1. 3 mmo 1 ) . i/$ J — 

)V0. 1 3mL (1. 3mmol) , &&&7Vi?ti)Vtf>Wt5?X. ! 7-)l' 2 3 

io omg (i. 3mmoi) nenfcg^Kssn? 2 P#ISH*#Ufc. 

41mg (0. 53mmol) SUfc, iR^8 1 %, 
l H-NMR(CDCl 3 ) 6 (ppm) : 
15 1.10-1.60 (6H, m). 1. 79-1.84 (2H, brm), 1. 96-2.04 (2H, brm), 3.72 
(2H, s), 3.87 (3H, s), 4.10-4.19 (1H, m), 6.86 (2H. d, I = 9.2Hz), 
6.96 (4H, d, J = 8.3Hz), 7.06 (1H. t, J = 8.3Hz), 7.30 (2H, d, J = 
8.6Hz), 7.52 (1H, td, J = 8. 6Hz, 1.7Hz), 7.99 (1H, dd, J = 8. 3Hz, 1. 
7Hz), 8.71 (1H. dd, J = 8.6Hz, 1.0Hz), 11.03 (1H, brs). 

20 

2- (4- (4-y^DA^ymy7x/^y) 7x-^7th75 
H) (MNo. 2 8 8) 



25 




mmm9 7rmznrz2- (4- (4-y^D^^t*^7x; + 
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% » 7i-;i/7th75K) ^lf^5 1 ;i/XXf^2 4 0rag (0. 5 3 
mmo 1) £THF (8mL) iZfeMLfz. ZCDfeWz* 5? J -)l (5nr 
L) &&T£4M7miV).?-V (2mL) £fln*., 

£7-fehxMJ;Ufc: e fcD??*lh&U SWffc£& (12 1mg) ifcsjs 
5 1%. 

'H-NMR (DMSO-d 6 ) (5 (ppm) : 

1.24-1.55 (6H, m), 1. 65-1. 75 (2H, brm), 1.85-1.95 (2H, brm), 3.72 (2 
H, s), 4.20-4.28 (1H, in), 6.89-6.96 (6H, m). 7.13 (1H, t, J = 8. 5H 
z), 7.32 (2H, d, J = 8.6Hz), 7.56 (1H, t, J = 8.0Hz), 7.95 (1H, dd, 
J = 7.9Hz, 1.7Hz), 8.51 (1H, d, J = 8.3Hz), 11.16 (1H, brs). 

mmm 99-111] 



t 

WO 01/60354 
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mm its® 



H-NMR(CDC1 ,) 6 (ppm) 



mm 



99 



291 



1.56-1. 68 (m, 2H), 1.76-1.88 (m, 6H), 3.72 (s, 
2H), 3.87 (s, 3H), 4.70 (brm, 1H), 6.83 (d, 2H. 
J = 8.9Hz), 6.96 (d, 2H, J = 8. 6Hz), 6.97 (d, 
2H, J = 8.9Hz), 7.05 (ddd, 1H, J = 7.9Hz, 6.9Hz, 

I. 0Hz), 7.30 (d, 2H, J = 8.6Hz), 7.51 (ddd, 1H , 
J = 8.6Hz, 6.9Hz, 1.3Hz), 7.98 (dd, 1H, J = 
7.9Hz, 1.3Hz), 8.72 (dd, 1H, J = 8. 6Hz, 1.0Hz), 

II. 03 (brs, 1H). 



94 



100 



285 



28-1.48 (m, 16H), 1.58-1.81 (m, 4H), 2.02-2.14 
(m, 2H), 3.72 (s,2H), 3.86 (s, 3H), 4.34 (m, 
H), 6.84 (d, 2H, J = 9.2Hz), 6.96 (d, 2H, J = 
9.2Hz), 6.97 (d, 2H, J = 8.6Hz), 7.05 (ddd, 1H, 
= 7.9Hz, 6.9Hz, 1.0Hz), 7.30 (d, 2H, J = 
.6Hz), 7.51 (ddd, 1H, J = 8. 6Hz, 6. 9Hz, 1.7Hz), 
.98 (dd, 1H, J = 7.9Hz, 1.7Hz), 8.72(d, 1H, 
=8.6Hz), 11.03(s, 1H). 



47 
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PCT/JP01/01090 



9 3 



mm its® 



H-NMR(CDCl ,) 6 (ppm) 



101 



272 



1.32 (d, 6H, J = 6.3Hz), 3.72 (s, 2H) , 3.87 (s, 
3H), 4.47 (sep, 1H, J = 6.3Hz). 6.84 (d, 2H, J = 
8.9Hz), 6.96 (d, 2H, J = 8.6Hz), 6.97 (d, 2H, J 
|= 8.9Hz). 7.06 (ddd, 1H, J = 8.2Hz, 6.9Hz, 

I. 0Hz), 7.30 (d, 2H, J = 8.6Hz), 7. 51 (ddd, 1H, 
J = 8.6Hz, 6.9Hz, 1.7Hz), 7.98 (dd, 1H, J = 
8.2Hz, 1.7Hz), 8.72 (dd, 1H, J = 8. 6Hz, 1.0Hz), 

II. 03 (s, 1H). 



72 



102 



265 



0.96 (t, 6H, J = 7.6Hz), 1.67 (dq, 4H, J = 
7.6Hz, 5.9Hz), 3.72 (s,2H), 3.86 (s, 3H), 4.03 
(quint, 1H, J = 5.9Hz), 6.85 (d, 2H, J = 9.2Hz), 
6.94-6.99 (m, 4H), 7.05 (ddd, 1H, J = 7. 9Hz, 
6.9Hz, 1.0Hz), 7.30 (d, 2H, J = 8.6Hz), 7.51 
(ddd, 1H, J = 8.6Hz, 6.9Hz, 1.7Hz), 7.98 (dd, 

H, J = 7.9Hz, 1.7Hz), 8.72 (dd, 1H, J = 8. 6Hz, 

.OHz), 11.03 (s, 1H). 



50 



103 



274 



.5-1.7 (8H, m), 1. 77-1. 95 (6H, brm), 3.95 (3H, 
s), 4.38 (1H, m), 6.88 (2H. d, J = 8.9Hz), 6.98- 
.04 (4H, m), 7.11 (1H, t, J = 7.7Hz), 7.60 (1H, 
d, J = 7.6Hz, 1.6Hz), 8.00 (2H, d, J = 8.9Hz), 
07 (1H, dd, J = 7.9Hz, 1.7Hz), 8.92 (1H, dd, J 
1= 8.6Hz, 0.7Hz), 11.98 (1H, br). 



82 



WO 01/60354 PCT/JP01/01090 

9 4 







1 H-NMRCCDCl 3 ) 6 (ppm) 


(%) 


104 


276 


1.51-1.74 (8H, brm), 1.76-2. 00 (6H, brm), 3.96 


85 






(3H, s), 4.40 (1H, quint, J = 4.0Hz), 6.91 (2H, 








d, J = 8. 9Hz) , 7.00-7.06 (3H, m), 7.15 (1H, td, 








J = 7. 6 and 1.3Hz), 7.62 (1H, td, J = 7. 6 and 








1.3Hz), 8.07-8.12 (2H, m), 8.63 (1H, d, J = 








2.3Hz), 8.86 (1H, d, J = 8.0Hz), 12.15 (1H, 








brs). 




105 


281 


1.40-1.60 (8H, m), 1.72-1.95 (6H, m), 2.31 (3H, 


44 






s), 3.71 (2H, s), 3.86 (3H, s), 4.34 (1H, quint, 








J = 4.0Hz), 6.81 (2H, d, J = 8. 9Hz), 6.94-6.98 








(4H, m), 7.30 (2H, d, J = 8. 9Hz), 7.34 (1H, m), 








7.79 (1H, d, J = 1.7Hz), 8.59 (1H, d, J = 








8.6Hz), 10.90 (1H, brs). 




106 


259 


1.02 (6H, d, J = 6.6Hz), 2.07 (1H, quint, J = 


46 






6.6Hz), 3.69 (2H, d, J = 6.6Hz), 3.72 (2H, s), 








3.88 (3H, s), 6.86 (2H, d, J = 9.2Hz), 6.95 (2H, 








d, J = 7.9Hz), 6.98 (2H,d, J = 8.9Hz), 7.06 (1H, 








td, J = 7.7 and 1.0Hz), 7.29 (2H, t, J = 8.0Hz), 








7.52 (1H, td, J = 7. 9 and 1.6Hz), 7.99 (1H, dd, 








J = 7. 9 and 1.6Hz), 8.71 (1H, d, J = 7.9Hz). 
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its® 


l H-NMR(CDCl 3 ) 6 (ppm) 


urn 

(%) 


107 


284 


1.23-1.92 (14H, m), 3.71 (2H, s). 3.87 (3H, s), 
4.35 (1H, tt, J = 3.96, 7. 92Hz), 6.86-6.97 (4H, 
m), 7. 02-7. 11 (3H, m), 7.28 (2H, m), 7.51 (1H, 
ddd, J = 1.65, 7.26, 8.57H»z), 7.98 (1H, dd, J = 

I. 65, 7.91Hz), 8.70 (1H, dd, J = 0.99, 8. 58Hz), 

II. 30 (1H, s). 


69 


108 


257 


3.72 (2H, s), 3.87 (3H, s), 4.31 (4H, s), 6.90- 
7.02 (10H, m), 7.06 (1H, ddd, J = 8. 2Hz, 7.3Hz, 
and 1.0Hz), 7.25-7.33 (4H, m), 7.52 (1H, ddd, J 
= 8.6Hz, 7.3Hz and 1.7Hz), 7.99 (1H, dd, J = 
8.2Hz and 1.7Hz), 8.71 (1H, dd, J = 8. 6Hz and 
1.0Hz), 11.04 (1H, brs). 


68 


109 


261 


2.52C1H, ddd, J = 6.9Hz, 6.6Hz, and 1.3Hz), 2.55 
(1H, ddd, J = 6.9Hz, 6.9Hz, and 1.3Hz), 3.72C2H, 
s), 3.87 (3H, s), 3.99 (2H, t, J = 6.9Hz), 5.11 
(1H, dd, J= 10.2Hz, and 1.7Hz), 5.17 (1H, dd, J 
= 17.1Hz, and 1.7Hz), 5.90 (1H, dddd, J = 
17.1Hz, 10.2Hz, 6.9Hz, and 6.6Hz), 6.86 (2H, d, 
J = 8.9Hz), 6.95 (2H, d, J = 8.6Hz), 6.98 (2H, 
d, J = 8.9Hz), 7.06 (1H, ddd, J = 8. 2Hz, 7.3Hz, 
and 1.0Hz), 7.30 (2H, d, J = 8.6Hz), 7.51 (1H, 
ddd. J = 8.6Hz, 7. 3Hz, and 1.3Hz), 7.98 (1H, dd, 
J= 8.2Hz. and 1.3Hz), 8.71 (1H, dd, J = 8. 6Hz, 
and 1.0Hz), 11.04 (1H. brs). 


52 
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mm 



no 



H-NMR(CDC1 ,) 6 (ppm) 



255 



0.93 (6H, t, J = 7.3Hz), 1.34-1.55 (4H, m), 
1.62-1.71 (IH. m), 3.72 (2H, s), 3.82 (2H, d, J 
= 5. 6Hz), 3.87 (3H, s), 6.86 (2H, d, J = 8.9Hz), 
6.95 (2H, d, J = 8.6Hz), 6.98 (2H, d, J = 
8.9Hz), 7.06 (1H, ddd, J = 8.2Hz, 6. 9Hz, and 
1.0Hz), 7.30 (2H, d, J = 8.6Hz), 7.52 (1H, ddd, 
J = 8.6Hz, 6.9Hz, and 1.3Hz), 7.99 (1H, dd, J = 
8.2Hz, and 1.3Hz), 8.71 (1H, dd, J = 8. 6Hz, and 
1.0Hz), 11.03OH, brs). 



41 



111 



269 



0.98 (3H, t, J = 7.3Hz), 1.45-1.64 (2H, m), 

71-1.82 (2H, m), 3.72 (2H, s), 3.87 (3H, s), 
3.93 (2H, t, J = 6.6Hz), 6.85 (2H, d, J = 8.9Hz), 
6.96 (2H, d, J = 8.6Hz), 6.98 (2H, d, J = 
:.9Hz), 7.06 (1H, ddd, J = 8.2Hz, 6.9Hz, and 
• OHz), 7.30 (2H, d, J = 8.6Hz), 7.52 (1H, ddd, 
= 8.6Hz, 6.9Hz, and 1. 7Hz), 7.99 (1H, dd, J= 
.2Hz, and 1.3Hz), 8.71 (iff, dd, J = 8.6Hz, and 
.OHz), 11.03 (1H, brs). 



95 



immm 112-133] 



WO 01/60354 



PCT/JP01/01090 



9 7 







1 H-NMR(DMSO-d 6 ) 6 (ppm) : 


IX $ 
(%) 


112 

Liu 


314 


3.74 (2H, s), 4.16 (2H, s), 6.93 (2H, d, J = 


78 






8. 91Hz), 6.97 (2H, d, J = 8.58Hz), 7.12 (IH, 








ddd, J = 1.32, 7.26, 7.92Hz), 7.19-7.38 (9H, m), 








7.56 (IH, ddd, J = 1.65, 7.26, 8.58Hz), 7.94 








(IH, dd, J = 1.65, 7.92Hz), 8.50 (IH, dd, J = 








0. 66, 8. 25Hz), 11.14 (IH, s), 13.55 (IH, br). 




1 13 


292 

U \J u 


1 53-1 85 (m 6H) 1.86-1.92 (m, 2H), 3.72 (s, 


66 






2H), 4.76 (br, IH), 6.88-6.98 (m, 6H), 7.13 (dd, 








IH, J = 7.9Hz, 7.6Hz), 7.32 (d, 2H, J = 8.6Hz), 








7.57 (ddd, IH, J = 8.9Hz, 7.6Hz, 1.3Hz), 7.95 








(dd, IH, J = 7.9Hz, 1.3Hz), 8.50 (d, IH, J = 








8. 9Hz), 11. 16 (s, IH). 




114 


279 


1.50-1.70 (8H, br), 1. 70-1.90 (6H, brm), 3.72 


80 






(2H, s), 4.41 (IH, m), 6.87-6.98 (6H, m), 7.13 








(IH, t, J = 6.9Hz), 7.32 (2H, d, J = 8.6Hz). 








7.58 (IH, td, J = 7. 9Hz, 1.7Hz), 7.95 (IH, dd, J 








= 7.9Hz, 1.7Hz),8. 50 (IH, d, J = 8. 6Hz), 11.10 








(IH, brs). 
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1 H-NMR (DMS0-d 6 ) 6 (ppm) : 


i« 
(%) 


115 


286 


I. 34-1.72 (m, 22H), 3.72 (s, 2H), 4.37 (br, 1H), 
6.91 (d, 2H, J = 9.2Hz), 6.92 (d, 2H, J = 
8.6Hz), 6.96 (d, 2H, J = 9.2Hz), 7.13 (dd, 1H, J 
= 7.9Hz, 7.3Hz), 7.33 (d, 2H, J = 8. 6Hz), 7.57 
(ddd, 1H, J = 8.6Hz, 7. 3Hz, 1.7Hz), 7.95 (dd, 
1H, J = 7.9Hz, 1.7Hz), 8.51 (d, 1H, J = 8.6Hz), 

II. 17 (s, 1H). 


68 


116 


273 


1.32 (d, 6H. J = 6.3Hz), 3.72 (s, 2H), 3.87 (s, 
3H), 4.47 (sep, 1H, J = 6.3Hz), 6.84 (d, 2H, J = 
8.9Hz), 6.96 (d, 2H, J = 8.6Hz), 6.97 (d, 2H, J 
= 8. 9Hz), 7.06 (ddd, 1H, J = 8. 2Hz, 6.9Hz, 
1.0Hz), 7.51 (ddd, 1H, J = 8. 6Hz, 6.9Hz, 1.7Hz), 
7.98 (dd, 1H, J = 8.2Hz, 1.7Hz), 8.72 (dd, 1H, J 
= 8.6Hz, 1.0Hz), 11.22 (s, 1H), 13.56 (brs, 1H). 


45 


117 


266 


0.90 (d, J = 7.3Hz), 1.60 (dq, 4H, J = 7. 3Hz, 
5.9Hz), 3.72 (s, 2H), 4.14 (quint, 1H, J = 
5.9Hz), 6.91 (d, 2H, J = 8.6Hz), 6.94 (s, 4H), 
7.13 (dd, 1H, J = 7.9Hz, 7.6Hz), 7.32 (d, 2H, J 
= 8.6Hz), 7.57 (dd, 1H, J = 8.6Hz, 7. 9Hz), 7.95 
(d, 1H, J = 7.6Hz), 8.50 (d, 1H, J = 8.6Hz), 
11.14 (s, 1H). 


40 


118 


275 

( 


1.50-1. 70(8H, br), 1.71-2.00 (6H, brm), 4.46 
(1H, m), 6.95 (2H, d, J = 9.2Hz), 7.05-7.09 
(4H, m), 7.20 (1H, t, J = 7.7Hz), 7.66 (1H, t, 
J = 8.0Hz), 7.94 (2H, d, J = 8. 9Hz), 8.05 (1H, 
id, J = 7.9Hz, 0.7Hz), 8.70 (1H, d, J = 8.6Hz), 
12. 13 (1H, brs). 


78 
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its® 


1 H-NMR(DMS0-d 6 ) 6 (ppm) | 
(*) CDC1 3 *T l H-NMR Zfflfe 


(%) 


119 


297 


3.92 (s, 2H), 6.98 (d, 2H, J = 9.23Hz), 7.11- 
7.00 (m. 4H). 7.34 (t, 1H, J = 7.59Hz), 7.51 (d, 
2H. J = 8.24Hz), 7.77 (t, 1H, J = 8.24Hz), 8.16 
(dd, 1H. J = 1.32, 7.91Hz), 8.71 (d, 1H, J = 
8.24Hz), 9.53 (s, 1H), 11.34(s, 1H), 13.77 (br, 
1H). 


76 


120 


295 


6.92 (d, 2H, J = 8. 89Hz), 7.14-7.06 (m, 4H), 
7.28 (t, 1H, J = 7.59Hz), 7.74 (t, 1H, J = 
8.26Hz), 8.02 (d, 2H, J = 8.59Hz), 8.14 (dd, 1H, 
J = 1.32, 7.91Hz), 8.78 (d, 1H, J = 8.26Hz), 
9.56 (s, 1H). 12.20 (s, 1H), 13.86 (br, 1H). 


78 


121 


277 


(*) 1.4-1.70 (8H, brm), 1.80-2.00 (6H, brm), 
4.48 (1H, m), 6.99.(2H, d, J = 9.2Hz). 7.11-7.17 
(3H, m), 7.23 (1H, t, J = 7.9Hz), 7.67 (1H, t, J 
= 8.3Hz), 8. 05 (1H, d, J = 7.5Hz), 8.16 (1H, dd, 
J = 8.9 and 2.3Hz), 8.58-8.63 (2H, m), 12.23 
(1H, brs). 


80 


122 


318 


3.76 (2H, s), 5.07 (2H, s), 6.55 (1H, dd, J= 7.7 
and 1.8Hz), 6.64 (1H, t, J = 2.3Hz), 6.79 (1H, 
dd, J = 8.3 and 1.8Hz), 6.98 (2H, d, J = 8.6Hz), 
7.27 (1H. t, J = 8. 3Hz), 7.31-7.42 (7H, m), 7.63 
(1H, dd, J = 8.9 and 2. 6Hz), 7.88 (1H, d, J = 
2.6Hz), 8.53 (1H, d, J = (8.9Hz), 11.05 (1H, 
brs), 13.91 (1H, brs). 


66 



WO 01/60354 



1 0 0 



PCT/JP01/01090 







1 H-NMR(CDC1 3 ) 6 (ppm) 


(%) 


123 


280 


1.40-1.60 (8H, brm), 1.72-1. 96 (6H, m) , 3.75 


80 






(2H, s), 4.31 (1H, quint, J = 4.0Hz), 6.78 (2H, 








d, J = 9.0Hz), 6.92 (2H, d, J = 9.0Hz), 6.98 








(2H, d, J = 8.6Hz), 7.27 (2H, d, J =8.6Hz), 7.52 








(1H, dd, J = 9.2 and 2.6Hz), 8.07 (1H, d, J = 








2.6Hz), 8.75 (1H, d, J = 9.2Hz), 10.70 (1H, 








brs). 




124 


320 


3.81 (2H, s), 5.05 (2H, s) , 6.64 (1H, dd, J = 


76 






8.0 and 2.3Hz), 6.69-6.78 (2H, m), 6.96 (1H, t, 








J = 2.3Hz), 7.11 (2H, d, J = 8.3Hz), 7.23 (1H, 








t, J = 8.3Hz), 7.32 (2H, d, J = 8.3Hz), 7.37 








(5H, s), 7.83 (1H, dd, J = 8. 9 and 7.7Hz), 8.59 








(1H, dd, J = 11.9 and 2.6Hz), 11.01 (1H, brs). 




125 


322 


2.27 (3H, s), 3.79 (2H, s), 5.05 (2H, s), 6.63 


63 






(1H, dd, J = 8.3 and 2.3Hz), 6.74 (1H, dd, J = 








8.3 and 2.3Hz), 6.94 (1H, t, J = 2.3Hz), 7.09 








(2H, d, J = 8.6Hz), 7.20 (1H, t, J = 8.3Hz), 








7.24-7. 36 (8H, m) 7.65 (1H, s), 8.65 (1H, d, • J= 








8.6Hz), 10.78 (1H, brs). 




126 


282 


1.40-1.60 (8H, m), 1.74-1. 92 (6H, m), 2.27 (3H, 


93 






s), 3.74 (2H, s), 4.29 (1H, m) , 6.77 (2H, d, J = 








9.2Hz), 6.92 (2H, d, J = 8.9Hz), 6.97 (2H, d, J 








= 8.6Hz), 7.28 (2H, d, J = 8.9Hz), 7.38 (1H, dd, 








J= 8.6 and 1.7Hz), 7.92 (1H, d, J = 1.7Hz), 8.63 








(1H. d, J = 8.6Hz), 10.67 (1H, brs). 
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its® 


1 H-NMR(DMS0-d 6 ) <5 (ppm) 








(*) CDC1 3 ^{C:fe^T 1 H-N.\MiJ£ 


(%) 


127 


260 


(*) 1.01 (6H, d. J = 6.6Hz), 2.05 (1H, quint, 


46 






J = 6.6Hz), 3.64 (2H, d, , J = 6.6Hz), 3.76 (2H, 








s), 6.81 (2H, d, J = 9.2Hz). 6.93 (2H, d, J = 








9.2Hz), 6.98 (2H, d, J = 8.6Hz), 7.09 (1H, t, J 








= 7.5Hz), 7.28 (2H, t, J = 8.3Hz), 7.59 (1H, td, 








J = 7.9Hz and 1.6Hz), 8.11 (1H, dd, J = 8.3 and 








1.6Hz), 8.76 (1H, d, J = 8.3Hz), 11.74 (1H, 








brs). 




128 


324 


3.71 (2H, s), 5.06 (2H, s), 6.84 (2H, d, J = 


68 






8.58Hz), 6.91-7.24 (10H, m), 7.31 (2H, d, J = 








8. 58Hz), 7.56 (1H, dd, J = 7.26, 8.25Hz), 7.94 








(1H, dd, J = 1.32, 7.92Hz), 8.50 (1H, d, J = 








8.25Hz), 11.21 (1H, s), 13.55 (1H, br). 




129 


284 


1.37-1.80 (14H, m), 3.77 (2H, s), 4.48 (1H, tt, 


63 






J = 3. 96, 7.92Hz), 6.88 (2H, d, J = 8.57Hz), 








7.02 (1H, ddd, J = 1.65, 6.27, 8.57Hz), 7.12- 








7.26 (4H, m), 7.36 (2H, d, J = 8.25Hz), 7.64 








(1H, ddd, J = 1.65, 7.26, 8.57Hz), 8.03 (lH. dd, 








J = 1.65, 7.92Hz), 8.57 (1H, d, J = 8.57Hz), 








11.27 (1H, s), 13.66 (1H, br). 
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3.72 (2H, s), 4.30 (4H, s), 6.91 (2H, d, J = 


37 






8.6Hz), 6.92-7.01 (8H, m), 7.12 (1H, dd, J = 








7.9Hz and 7.3Hz), 7.30 (1H, t, J = 7.3Hz), 7.32 








(2H, d, J = 8.6Hz), 7.56 (1H, ddd, J = 8.6Hz, 








7.3Hz, and 1.7Hz), 7.95 (1H, dd, J = 7. 9Hz and 








1.7Hz), 8.50 <1H, d, J = 8.6Hz), 11.24 (1H, 








brs), 13.50-13.60 (1H, br). 




131 


262 


2.52 (1H, ddd, J = 6. 9Hz, 6.6Hz, and 1.3Hz), 


100 






2.55 (1H, ddd, J = 6. 9Hz, 6. 9Hz, and 1.3Hz), 








3.72 (2H,s), 3.87 (3H, s), 3.99 (2H, t, J = 








6.9Hz), 5.11 (1H, dd, J = 10.2Hz , and 1.7Hz), 








5.17 (1H, dd, J = 17.1Hz, and 1.7Hz), 5.86-5.90 








(1H, d), 6.90 (2H, d, J = 8.6Hz), 6.96 (4H, s), 








7.13 (1H, dd, J = 7.6Hz, and 7.3Hz), 7.32 (2H, 








d, J = 8.6Hz), 7.57 (1H, dd, J = 8. 6Hz, and 








7.6Hz), 7.95 (1H, d, J = 7.3Hz), 8.50 (1H, d, J 








= 8.6Hz), 11.13 (1H, brs), 13.50-13.60 (1H, br). 
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0.90 (6H, t, J = 7.3Hz), 1.33-1.50 (4H, m), 


80 






1. 57-1. 66 (1H, m), 3.72 (2H, s), 3.83 (2H, d, J 








= 5.9Hz), 6.90 (2H, d, J = 8.6Hz), 6.96 (4H,s), 








7.13 (1H, dd, J = 7.6Hz, and 7.3Hz), 7.32 (2H, 








d. J = 8.6Hz), 7.57 (1H, dd, J = 8.6Hz, and 








7.6Hz ), 7.95 (1H, d, J = 7.3Hz), 8.50 (1 H, d, 








J = 8.6Hz), 11.13 (1H, brs) , 13.50-13. 60 (1H, 








br). 
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270 


0.98 (3H, t, J = 7.3Hz), 1.45-1.64 (2H, m) , 


100 






1.71-1.82 (2H, m), 3.72 (2H, s), 3.93 (2H, t, J 








= 6.6Hz), 6.90 (2H, d, J = 8.6Hz), 6.96 (4H, 








s) ,7.13 (1H, dd, J = 7.6Hz, and 7.3Hz), 7.32 








(2H, d, J = 8.6Hz), 7.57 (1H, dd, J = 8. 6Hz, and 






» 


7.6Hz), 7.95 (1H, d, J= 7.3Hz), 8.50 (1H, d, J = 






I 


3.6Hz). 11.13 (1H. brs), 13.50-13.60 (1H, br). 
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^ the international application as originally filed 
|~] the description: 



. , as originally filed 
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I I the claims: 

pages _ , as originally filed 

pages ! » as amended (together with any statement under Article 1 9 
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pages , filed with the letter of 

I I the drawings: 

pages _ , as originally filed 
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the sequence listing part of the description: 
pages 

Pages [ 
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, as originally filed 
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3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out oh the basis of the sequence listing: 

O contained in the international application in written form. 

□ filed together with the international application in computer readable form. 

ED furnished subsequently to this Authority in written form. 

O famished subsequently to this Authority in computer readable form. 

EH The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

1_J The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 
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O the description, pages 

- CD the claims, Nos. 

Q the drawings, sheets/fig 



5. [I] ™ s report has been established as if (some of) the amendments had not been made, since they have been considered to go 
beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
and 70.1 7^ ° S ° rigimlly filed and are not amexed t0 this WO* since the y «*° not contain amendments (Rule 70.16 

**Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this report. 
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, Industrial applicability (IA) 


Claims 


1-10 


YES 




Claims 




NO j 











2. Citations and explanations 
Documents cited in the ISR 

Document 1: WO, 00-5198, Al (Teijin Ltd.), 3 February, 2000 (03.02.00) 
Document 2: WO, 95-32943, Al (Teijin Ltd.), 7 December, 1995 (07.12.95) 
Document 3: WO, 97-19910, Al (Teijin Ltd.), 5 June, 1997 (05.06.97) 

In the specification of the present application, the applicant merely refers, for example, to documents 
2 and 3 correspondmg to the prior art of the same applicant, and based on the descriptions of the 
documents, the applicant describes that though it is known that a group of compounds having both an aryl 
structure and an anthranylic acid structure has antiallergic activity and IgE antibody production inhibitory 
action, it is not known that they have cytotoxic action and carcinostatic activity. However, document 1 
submitted for a patent application filed by the same applicant after the publication of documents 2 and 3 
refers, for example, to documents 2 and 3 corresponding to the prior art, as in the specification of the 
present apphcation and describes that a group of compounds having both said aryl structure and 
anthranylic acid structure (1) has cytotoxic activity in addition to IgE antibody production inhibitory 
action, and (2) is useful as a cancer remedy. 

• J her 5°/ e ' Vi6W ° fth * descri P tion of document 1, it is considered to be obvious to a person skilled 
in the art, to use a compound having both an aryl structure and an anthranylic acid structure as an active 
ingredient of a cancer remedy. 

Furthermore, (1) regarding the aryl structure and the anthranylic acid structure as the major structures 
necessary for exhibiting anticancer activity and (2) changing some substituent groups of them 
considering the prior art described, for example, in documents 2 and 3, are a mere matter of desigii 
variation, and cannot be considered to give a special effect. 

So, the subject matters of claims 1-10 of the present application do not appear to involve an inventive 

Slcp, 

The subject matters of claims 1-10 of the present application appear to be industrially applicable. 
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